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PYRIMIDINE DERIVATIVES AND USE THEREOF AS AGRICULTURAL AND HORTICULTURAL 
FUNGICIDES 

The present invention relates to the use of ben2ylpyrimidine derivatives as agricultural and 
horticultural fungicides, to novel benzylpyrimidine derivatives and to a process, for their 
preparation. 

It has been already known that some kinds of pyrirnidine derivatives show an action as fungicides 
(cf. for example, German Patent Specification No. 4029649, PCT International Laid-open 
Pamphlet WO 02/74753, PCT International Laid-open Pamphlet WO 03/43993, European Patent 
Specification No. 4034762, European Patent Specification No. 407899, Japanese Laid-open Patent 
Publication No. 283246/1996 ). 

It has been also known that some kinds of pyrirnidine derivatives have various physiological 
activities (cf. for example, PCT International Laid-open Pamphlet WO 92/18498: Enhancement of 
anti-tumor activities, PCT International Laid-open Pamphlet WO 99/19305: Action to central 
nervous system, PCT International Laid-open Pamphlet WO 00/61562: Action to nervous system, 
Swiss Patent Specification No. 479591: Pharmacological action). 

Further, in the field of organic chemistry, various pyrirnidine derivatives have been synthesized and 
reported (cf. for example, Journal of Organic Chemistry, Vol.65, p.9261-9264 (2000), Armyanskii 
Khimicheskii Zhurnal, Vol.22, No.5, p .40 1-405 (1969), Armyanskii Khimicheskii Zhurnal, Vol.23, 
No.5, p.462-468 (1970), Armyanskii Khimicheskii Zhurnal, Vol.24, No.i, p.45-50 (1971), 
Armyanskii Khimicheskii Zhurnal, Vol.24, No.8, p.721-726 (1971), ). 

It has now been found that a group of benzylpyrimidine derivatives of the following formula (I) 
have fungicidal activities; 



R 1 and R 2 form, together with the nitrogen atom to which they are bonded, a 3 to 10-membered 
heterocyclic group that may be optionally substituted, and may contain further one to three hetero 
atoms selected from the group consisting of nitrogen atom, oxygen atom and S(0)n, besides the 




wherein 
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nitrogen atom to which R 1 and R 2 are bonded, 
n represents 0, 1 or 2, 

R 3 represents hydrogen, halogen, cyano, hydroxy, amino, azido, alkyl, haloalkyl, alkoxyalkyl, 
cycloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, alkenyloxy, haloalkenyloxy, alkylthio, alkenylthio, 
5 haloalkenylthio, alkylsulflnyl, alkylsnlfonyl, phenoxy that may be optionally substituted, 
benzyloxy that may be optionally substituted, phenyl that may be optionally substituted, 
phenylalkyl that may be optionally substituted, phenoxyalkyl that may be optionally substituted, or 
5 to 10-membered heterocyclic group that contains one to four hetero atoms selected from the 
group consisting of nitrogen atom, oxygen atom and sulfur atom and may be optionally substituted 
10 with a group selected from the group consisting of halogen, alkyl and haloalkyl, or 

R 3 represents a group selected from the group consisting of the following groups A-H and J-M 




in which 

R 7 represents hydrogen atom, alkyl or haloalkyl, and 
15 R 8 represents alkyl, phenyl, alkoxy or cyano, or 

R 7 and R 8 form, together with the carbon atom to which they are bonded, cycloalkylidene, 
R 9 represents alkyl, haloalkenyl or benzyl, 
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R 10 represents hydrogen atom or alkyl, 



R 11 



represents alkyl, alkoxyalkyl, dialkylaminoalkyl, phenyl, benzyl or cyano, 



R 12 represents alkyl or phenyl, 



R 13 represents alkyl or benzyl, 



5 R 14 represents hydrogen atom or alkyl, 



R 15 represents hydrogen atom, haloalkyl or phenyl, 
R 16 represents hydrogen atom or alkyl, 
R 17 represents hydrogen atom, alkyl or haloalkyl, 
R 18 represents alkyl or phenyl, 
10 R 19 represents hydrogen atom or alkyl, 
R 20 represents alkyl, 
R 21 represents alkyl, 

R 22 represents alkyl, alkenyl, haloalkenyl, alkoxyalkyl, phenoxy alkyl or 
alkoxycarbonylalkyl, 
1 5 R 23 represents alkyl, 

R 24 represents hydrogen atom or alkyl, 
R 25 represents alkyl or phenyl, 

R 24 and R 25 form, together with the nitrogen atom to which they are bonded, a 5 to 8-membered 
saturated-monoheterocyclic group that may be optionally substituted, and may contain further one 
20 or two hetero atoms selected from the group consisting of nitrogen atom, oxygen atom and S(0)n, 
besides the nitrogen atom to which R 24 and R 25 are bonded, 

R 4 represents hydrogen atom, halogen, cyano, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, 
alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl or group 
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,1A 




R 2 * 



R 5 and R 6 each independently represents hydrogen atom, halogen, alkyl, haloalkyl, or phenyl that 
may be optionally substituted, and 

5 Q represents aryl that may be optionally substituted or a 5 or 6- membered heterocyclic group that 
contains one hetero atom selected from the group consisting of nitrogen atom, oxygen atom and 
sulfur atom and may be optionally substituted 

The benzylpyrimidine derivatives of the following formula (IA) being included in the 
aforementioned formula CD, according to the present invention are novel compounds that have not 
10 been described in the existing publications. 



R 1A and R 2 * form, together with the nitrogen atom to which they are bonded, a 

15 3 to 10-membered heterocyclic group that may be optionally substituted, and may contain further 
one to three hetero atoms selected from the group consisting of nitrogen atom, oxygen atom and 
S(0)m, besides the nitrogen atom to which R 1A and R^ are banded, 

m represents 0, 1 or 2, 



R 3A represents hydrogen, halogen, cyano, hydroxy, amino, azido, alkyl, haloalkyl, alkoxyalkyl, 
20 cycloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, alkenyloxy, haloalkenyloxy, alkylthio, alkenylthio, 
haloalkenylthio, alkylsulfinyl, alkylsulfonyl, phenoxy that may be optionally substituted, 
benzyloxy that may be optionally substituted, phenyl that may be optionally substituted, 



The formula 




wherein 



phenylalkyl that may be optionally substituted, phenoxyalkyl that may be optionally substituted, or 
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5 to 10-membered heterocyclic group that contains one to four hetero atoms selected from the 
group consisting of nitrogen atom, oxygen atom and sulfur atom and may be optionally substituted 
with a group selected from the group consisting of halogen, alkyl and haloalkyl, or 

R 3A represents a group selected from the group consisting of the following groups A-H and J-M 




in which 

R 7A represents hydrogen atom, alkyl or haloalkyl, and 

represents alkyl, phenyl, alkoxy or cyano, or 
R 7A and R 8A form, together with the carbon atom to which they are bonded, cycloalkylidene, 
R 9A represents alkyl, haloalkenyl or benzyl, 
R I0A represents hydrogen atom or alkyl, 

R nA represents alkyl, alkoxyalkyl, dialkylaminoalkyl, phenyl, benzyl or cyano, 
R 12A represents alkyl or phenyl, 
R 13A represents alkyl or benzyl, 
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R I4A represents hydrogen atom or alkyl, 
R ,SA represents hydrogen atom, haloalkyl or phenyl, 
R 16A represents hydrogen atom or alkyl, 
R 17A represents hydrogen atom, alkyl or haloalkyl, 
5 R l8A represents alkyl or phenyl, 

R 19A represents hydrogen atom or alkyl, 
R 20A represents alkyl, 
R 21A represents alkyl, 

R 2 ^ represents alkyl, alkenyl, haloalkenyl, alkoxyalkyl, phenoxyalkyl or 
1 0 alkoxycarbonylalkyl, 
R 23A represents alkyl, 
R 24A represents hydrogen atom or alkyl, 
R 25A represents alkyl or phenyl, 

R 24A and R^ A form, together with the nitrogen atom to which they are bonded, a 5 to 8-membered 
15 saturated-monoheterocyclic group that may be optionally substituted, and may contain further one 
or two hetero atoms selected from the group consisting of nitrogen atom, oxygen atom and S(0)n, 
besides the nitrogen atom to which R MA and R MA are bonded, 

R 4A represents hydrogen atom, halogen, cyano, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, 
haloalkoxy, alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl or group 



20 

,R 1A 

— N 

R 5A and R 6A each independently represents hydrogen atom, halogen, alkyl, haloalkyl, or phenyl that 
may be optionally substituted, and 

Q A represents aryl that may be optionaUy substituted or a 5 or 6-membered heterocyclic group that 
25 contains one hetero atom selected from the group consisting of nitrogen atom, oxygen atom and 
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sulfur atom and may be optionally substituted, 

provided that, the following cases (T-l)-(T-6) are excluded: 

(T-l) the case in which group 

,R 1A 

represents 1-indolyl, 1-pyrrolyl, 1-imidazolyl, 3-oxopiperidino or 4^xopiperidino, R 3A represents 
hydrogen atom, R 4A represents hydrogen atom, and Q A represents 1-naphthyl or phenyl group that 
may be optionally substituted by one or two groups selected from the group consisting of chloro, 
bromo, methyl, ethyl and trifiuoromethyl, 

(T-2) the case in which group 
— N 

^R 2 * 



represents 3-oxopiperidino, 4-oxopiperidino, 4-hydroxypiperidino, 4-carbamoylpiperidino, 
4-methylpiperazino, 4-ethylpiperazino, 4-(2-hydroxyemyl)piperazino or morpholino, R 3A 
represents amino, R 4A represents hydrogen atom, and represents 3-pyridyl or phenyl group that 
may be optionally substituted by one to three groups selected from the group consisting of fluoro, 
15 chloro, bromo, methyl, ethyl, isopropyl, trifiuoromethyl, hydroxy, methoxy and 4-chlorobenzyloxy, 

(T-3) the case in which group 



represents piperidino, 4-hydroxypiperidino, 4-methylpiperazino, morpholino, 6,7-dimeth- 
20 oxy-l^,3,4-tetrahydroisoquinolin-2-yl or 6,7-dimethoxy- l-(3,4-dimethoxybenzyl)-l^,3,4-tetra- 
hydroisoquinolin-2-yl, R 3A represents chloro, dimemylarnino, anilino, 2-(2-hydroxyemoxy)ethyl- 
arnino, piperidino, 4-hydroxypiperidino, 4-carbamoylpiperidino, 4-methylpiperazino or morpho- 
lino, 



R 4A represents hydrogen atom, and Q A represents phenyl group that may be optionally substituted 
25 by one or two groups selected from the group consisting of methyl and methoxy, 
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(T-4) the case in which group 
,R 1A 

— N 

represents 1-pyrrohdinyl, piperidino, morpholino or 1-pyrrolyl, R 3A represents 
5 methyl or methoxymethyl, R 4A represents chloro, and Q A represents phenyl or 1-naphthyl, 
(T-5) the case in which group 



-n: 



>R 1A 



,2A 



R 

represents l-azilidinyl, piperidino or morpholino, R 3A represents methylthio, R 4A represents chloro, 
10 and represents phenyl group substituted by methoxy, ethoxy, n-propoxy, iso-propoxy, n-butoxy, 
iso-butoxy or aUyloxy, 

(T-6) the case in which group 



15 represents l-azilidinyl, R 3A represents hydrogen atom or amino, R 4A represents chloro, and 
represents phenyl group substituted by methoxy, ethoxy or allyloxy. 

The compound of the formula (IA) can be obtained by a process in which 

a) In case that R 3A represents hydrogen, alkyl, haloalkyl, alkoxyalkyl, cycloalkyl, alkenyl, alkylthio, 
alkenylthio, haloalkenylthio, phenyl that may be optionally substituted, phenylalkyl that may be 
20 optionally substituted, phenoxy alkyl that may be optionally substituted, or 5 to 10-membered 
heterocyclic group that contains one to four hetero atoms selected from the group consisting of 
nitrogen atom, oxygen atom and sulfur atom and may be optionally substituted by a group selected 
from the group consisting of halogen, alkyl and haloalkyl, and R 4A represents hydrogen atom, 
halogen, alkyl, haloalkyl or alkenyl: 
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compounds of the formula (II) 




5 wherein 

Xa represents halogen, preferably chloro or bromo, 

R 3Aa represents hydrogen, alkyl, haloalkyl, alkoxyalkyl, cycloalkyl, alkenyl, alkylthio, alkenylthio, 
haloalkenylthio, phenyl that may be optionally substituted, phenylalkyl that may be optionally 
substituted, phenoxy alkyl that may be optionally substituted, or 5 to 10-membered heterocychc 
10 group that contains one to four hetero atoms selected from the group consisting of nitrogen atom, 
oxygen atom and sulfur atom and may be optionally substituted by a group selected from the group 
consisting of halogen, alkyl and haloalkyl, and 

R 4Aa represents hydrogen atom, halogen, alkyl, haloalkyl or alkenyl, 

R 5A , R 6A and Q* have the same definition as aforementioned, are reacted with compounds of the 
15 formula (ID) 

n (m) 

H 



wherein 

20 R 1A and R 2A have the same definition as aforementioned, 

in the presence of innert solvents, and if appropriate, in the presence of an acid binder, 
or 

b) in case that R 3A represents alkylsulfinyl or alkylsulfonyl and R 4A represents hydrogen atom, 
halogen, cyano, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy or group 

25 

,R 1A 
— K 
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10 



or 

R 3A represents hydrogen, alkyl, haloalkyl, alkoxyalkyl, cycloalkyl, alkenyl, phenyl that may be 
optionally substituted, phenylalkyl that may be optionally substituted, phenoxy alkyl that may be 
optionally substituted, or 5 to 10-membered heterocyclic group that contains one to four hetero 
atoms selected from the group consisting of nitrogen atom, oxygen atom and sulfur atom and may 
be optionally substituted by a group selected from the group consisting of halogen, alkyl and 
haloalkyl, and R 4A represents alkylsulfinyl or alkylsulfonyl: 

compounds of the formula (IAb) 




(IAb) 



wherein 

15 R 3Ab represents alkylthio, and R 4Ab represents hydrogen atom, halogen, cyano, alkyl, haloalkyl, 
alkenyl, alkynyl, alkoxy, haloalkoxy or group 



,R 1A 



2A 



— N N 

R 

or 

20 R 3Ab represents hydrogen, alkyl, haloalkyl, alkoxyalkyl, cycloalkyl, alkenyl, phenyl that may be 
optionally substituted, phenylalkyl that may be optionally substituted, phenoxyalkyl that may be 
optionally substituted, or 5 to 10-membered heterocyclic group that contains one to four hetero 
atoms selected from the group consisting of nitrogen atom, oxygen atom and sulfur atom and may 
be optionally substituted by a group selected from the group consisting of halogen, alkyl and 

25 haloalkyl, and R 4Ab represents alkylthio, 

R 1A , R 2 *, R 5A , R 6A and Q* have the same definition as aforementioned, 



are reacted with an oxdizing agent in the presence of innert solvents, 
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c) in case that R 3A represents cyano, hydroxy, azido, alkynyl, alkoxy, haloalkoxy, alkenyloxy, 
haloalkenyloxy, alkylthio, alkenylthio, haloalkenylthio, phenoxy that may be optionally substituted, 
benzyloxy that may be optionally substituted, or 5 to 10-membered heterocyclic group that contains 
5 one to four hetero atoms selected from the group consisting of nitrogen atom, oxygen atom and 
sulfur atom and may be optionally substituted by a group selected from the group consisting of 
halogen, alkyl and haloalkyl, or represents the aforementioned group A, group B, group C, group F, 
group G or group H, and 

R 4A represents hydrogen atom, halogen, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, 
10 cyano or group 



Xc represents halogen, preferably chloro, bromo or iodo, or methylsulfonyl, 

20 R 4Ac represents hydrogen atom, halogen, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, 
cyano or group 




compounds of the formula (IAc) 



15 




wherein 



R IA , R 2 *, R 5A , R 6A and Q A have the same definition as aforementioned, 




25 are reacted with compounds of the formula (IV) 



Y-R 



3 Ac 



(IV) 
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wherein 

Y represents hydrogen, sodium, potassium, copper, trimethylsilyl or tetraalkylammomum, 

R 3Ac represents cyano, hydroxy, azido, alkynyl, alkoxy, haloalkoxy, alkenyloxy, haloalkenyloxy, 
alkylthio, alkenylthio, haloalkenylthio, phenoxy that may be optionally substituted, benzyloxy that 
5 may be optionally substituted, or 5 tolO-mernbered heterocyclic group that contains one to four 
hetero atoms selected from the group consisting of nitrogen atom, oxygen atom and sulfur atom 
and may be optionally substituted by a group selected from the group consisting of halogen, alkyl 
and haloalkyl, or represents the aforementioned group A, group B, group C, group F, group G or 
group H, 

10 in the presence of inner! solvents, and if appropriate, in the presence of an acid binder, and if 
appropriate, in the presence of a catalyst, 

or 

d) In case that R 3A represents hydrogen, alkyl, haloalkyl, alkoxyalkyl, cycloalkyl, alkenyl, alkylthio, 
alkenylthio, haloalkenylthio, phenyl that may be optionally substituted, phenylalkyl that may be 
15 optionally substituted, phenoxyalkyl that may be optionally substituted, or 5 to 10-membered 
heterocyclic group that contains one to four hetero atoms selected from the group consisting of 
nitrogen atom, oxygen atom and sulfur atom and may be optionally substituted by a group selected 
from the group consisting of halogen, alkyl and haloalkyl, and 

R 4A represents cyano, alkynyl, alkoxy, haloalkoxy, alkylthio, haloalkylthio or group 

20 




compounds of the formula (IAd) 



25 




OAd) 



wherein 
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Xd represents halogen, preferably chloro, bromo or iodo, or methylsulfonyl, 

R 3Ad represents hydrogen, alkyl, haloalkyl, alkoxyalkyl, cycloalkyl, alkenyl, alkylthio, alkenylthio, 
haloalkenylthio, phenyl that may be optionally substituted, phenylalkyl mat may be optionally 
substituted, phenoxyalkyl that may be optionally substituted, or 5 to 10-membered heterocyclic 
5 group that contains one to four hetero atoms selected from me group consisting of nitrogen atom, 
oxygen atom and sulfur atom and may be optionally substituted by a group selected from the group 
consisting of halogen, alkyl and haloalkyl, 

R 1A , R 2 *, R 5A , R 6 * and Q A have the same definition as aforementioned, 
are reacted with compounds of the formula (V) 
10 Y-R 4Ad (V) 
wherein 

Y represents hydrogen, sodium, potassium, copper, trimethylsilyl or tetraalkylammonium, 
R 4Ad represents cyano, alkynyl, alkoxy, haloalkoxy, alkylthio, haloalkylthio, or group 

,R 1A 

15 -V 
R 

in the presence of innert solvents, and if appropriate, in the presence of an acid binder, and if 
appropriate, in the presence of a catalyst, 



or 

e) In case that R 3A represents hydrogen, alkyl, haloalkyl, alkoxyalkyl, cycloalkyl, alkylthio, 
20 phenyl that may be optionally substituted, phenylalkyl that may be optionally substituted, 
phenoxyalkyl that may be optionally substituted, or 5 to 10-membered heterocyclic group that 
contains one to four hetero atoms selected from the group consisting of nitrogen atom, oxygen 
atom and sulfur atom and may be optionally substituted by a group selected from the group 
consisting of halogen, alkyl and haloalkyl, and 

25 R 4A represents hydrogen: 
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compounds of the formula (IAe) 



5 




,3Ae 



(IAe) 



wherein 

Xe represents halogen, preferably chloro, bromo or iodo, 

R 3Ae represents hydrogen, alkyl, haloalkyl, alkoxyalkyl, cycloalkyl, alkylthio, phenyl that may be 
optionally substituted, phenylalkyl that may be optionally substituted, phenoxyalkyl that may be 
10 optionally substituted, or 5 to 10-membered heterocyclic group that contains one to four hetero 
atoms selected from the group consisting of nitrogen atom, oxygen atom and sulfur atom and may 
be optionally substituted by a group selected from the group consisting of halogen, alkyl and 
haloalkyl, 

R ,A , R 2 *, R 5A , R 6A and Q A have the same definition as aforementioned, 

i 5 are hydrogenated in the presence of innert solvents, and if appropriate, in the presence of a catelyst, 
and if appropriate, in the presence of an acid binder, 



f) In case that R 3A represents hydrogen, halogen, cyano, hydroxy, amino, azido, alkyl, haloalkyl, 
alkoxyalkyl, cycloalkyl, alkynyl, alkoxy, haloalkoxy, alkylthio, haloalkylthio, alkylsulfinyl, 

20 alkylsulfonyl, phenoxy that may be optionally substituted, benzyloxy that may be optionally 
substituted, phenyl that may be optionally substituted, phenylalkyl that may be optionally 
substituted, phenoxyalkyl that may be optionally substituted, or 5 to 10-membered heterocyclic 
group that contains one to four hetero atoms selected from the group consisting of nitrogen atom, 
oxygen atom and sulfur atom and may be optionally substituted by a group selected from the group 

25 consisting of halogen, alkyl and haloalkyl, or the aforementioned groups A-H or groups J-M, 

R 4A represents hydrogen atom, halogen, cyano, alkyl, haloalkyl, alkynyl, alkoxy, haloalkoxy, 
alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl, or group 



or 
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5 




wherein 

10 R 3Af represents hydrogen, halogen, cyano, hydroxy, amino, azido, alkyl, haloalkyl, alkoxyalkyl, 
cycloalkyl, alkynyl, alkoxy, haloalkoxy, alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl, 
phenoxy that may he optionally substituted, henzyloxy that may be optionally substituted, phenyl 
that may be optionally substituted, phenylalkyl that may be optionally substituted, phenoxyalkyl 
that may be optionally substituted, or 5 to 10-membered heterocyclic group that contains one to 

15 four hetero atoms selected from the group consisting of nitrogen atom, oxygen atom and sulfur 
atom and may be optionally substituted by a group selected from the group consisting of halogen, 
alkyl and haloalkyl, or the aforementioned groups A-H or groups J-M, 

R 4Af represents hydrogen atom, halogen, cyano, alkyl, haloalkyl, alkynyl, alkoxy, haloalkoxy, 
alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl, or group 

20 

— N 

R 5A , R 6A and Q* have the same definition as aforementioned, 
R 26A represents alkyl, p - represents 1 or 2, q represents 0, 1 or 2, 

are reacted with difluorocarbene derived from sodium chlorodifluoroacetate or with 
25 dichlorocarbene derived from chloroform, in the presence of innert solvents, and if appropriate, in 
the presence of a phasetransfer catalyst, 

or 
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g) Li case that R 3A represents amino: 
compounds of the formula (IA.g) 



5 




(IAg) 



wherein 

R 1A , R^, R 4A , R 5A , R 6A and have the same definition as aforementioned, 

are hydrogenated or reacted with metal hydride in the presence of innert solvents, and if 
1 0 appropriate, in the presence of a catalyst, 

or 

h) In case that R 3A represents halogen: 
First step: 

compounds of the formula (IAh) 

15 




wherein 

R 1A , R 2 ^ R 4A , R 5A R 6A and have the same definition as aforementioned, 

are reacted with nitrite ester or nitrous acid in the presence of innert solvents, and if appropriate, in 
20 the presence of acid catalyst to form a diazonium salt, 
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Second step : 

The diazonium salts obtained in the above-mentioned first step is reacted according to Sandmeyer 
process or Gatiermann process in the presence of copper halide , potassium halide or copper 
powder, 

5 in the presence innert sollvents, and if appropriate, in die presence of acid catalyst, 
or 

i) In case that R 3A represents the aforementioned group E: 



First step : 

10 compounds of the aforementioned formula (IAJb) are reacted with dimemylformamide 
dimethylacetal in the presence of innert solvents, 

Second step : 

compounds of the formula (VI), obtained in the above-mentioned first step, 



15 - X 




r aa^ ^ N '^ ^N^^N^ 0 " 3 (VI) 
CH, 

wherein 

R 1A R 2A , R 4A , R SA , R 6A and have the same definition as aforementioned, 
20 are reacted with compounds of the formula (VD) 

H * N R (VH) 
wherein 

R 13A has the same definition as aforementioned, 
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in the presence of innert solvents, and if appropriate, in the presence of an acid binder, and if 
appropriate, in the presence of an acid catalyst, 

or 

j) la case that R 3A represents the aforementioned group D: 
5 compounds of the formula (IAh) are reacted with compounds of the formula (VIII) 



(VIII) 

wherein 

R 26A represents chloro or group 



1 



— O- -R 12A 
wherein 

R 12A has the same definition as aforementioned, 
10 in the presence of innert solvents, and if appropriate, in the presence of an acid binder, 
or 

k) In case that R 3A represents the aforementioned group K, and 

R 4A represents hydrogen atom, halogen, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, 
alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl, or group 

15 

— N : 
compounds of the formula (IAk) 
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CN 



OAK) 



wherein 

R 4A represents hydrogen atom, halogen, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, 
alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl, or group 




5 R ,A R 2 ^ R 5A , R 6A and Q A have the same definition as aforementioned, 
are reacted with compounds of the formula (IX) 



wherein 

Xk represents halogen, preferably chloro, bromo or iodo, 
10 R 20A has the same definition as aforementioned, 
in the presence of innert solvents, 
or 

1) In case that R 3A represents the aforementioned group L or group M, and 

R 4A represents hydrogen atom, halogen, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, 
15 alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl, or group 



R 20A -Mg-Xk 



(K) 



,1A 




>2A 
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compounds of the formula (IA1) 



wherein 



R represents alkyl, 



R' 




(IAI) 



R represents hydrogen atom, halogen, alkyl, haloalkyl, alkenyl, alkynyl, alkoxy, haloalkoxy, 
5 alkylthio, haloalkylthio, alkylsulfinyl, alkylsulfonyl, or group 

,R 1A 
R 

and 

R ,A , R 2A , R SA , R 6A and Q A have the same definition as aforementioned, 
are reacted with compounds of the formula (X) 
H 2 N-R 28A (X) 
10 wherein 

R 28A represents group 



-O-R' 



22A 



or group 



\ /R 24A 

N 



,2SA 



15 
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wherein 

R 22 *, R 24A 3 and R 25A have the same definition as aforementioned, 
In the presence of innert solvents, and if appropriate, in the presence of acid 
binder, and if appropriate, in the presence of acid catalyst, 
5 or 

,R 1A 

— N s : 

R2A 

m) In case that R 3A represents the aforementioned group J, and 

compounds of the formula (IAk) are reacted with compounds of the formula (XI) 

H 2 NO-R 19A (XI) 

wherein 

10 R I9A has the same definition as aforementioned, 

In the presence of innert solvents, and if appropriate, in the presence of acidbinder, and if 
appropriate, in the presence of acid catalyst 

Active component compounds of the formula (T) of the present invention show a strong plant 
disease controlling action, in particular against phytopathogenic fungi. 

15 In the present specification, 

'Halogen" represents fluoro, chloro, bromo or iodo, preferably represents fluoro., chloro or bromo. 

"Alkyl" can be straight-chain or branched-chain and there can be mentioned, for example, Q^alkyl, 
specifically methyl, ethyl, n- or iso-propyl, n-, iso-, sec- or tert-butyl, n- or neo-pentyl, n-hexyl etc. 

"Cycloalkyl": there can be mentioned, for example, cyclopropyl, cyclobutyl, cyclopentyl, cyclo- 
20 hexyl, cycloheptyl, etc. 

"Cycloalkylidene": there can be mentioned, for example, cyclopentylidene, cyclohexylidene, 
cycloheptylidene, cyclooctylidene, etc. 




WO 2005/079798 PCT/EP2005/001383 

-22- 

" Alkenyl" can be straight-chain or branched-chain and there can be mentioned, for example, 
Q^alkenyl, specifically vinyl, allyl, isopropenyl, 1-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 
1-methyl-l-propenyl, 2-methyM-propenyl, 1 -pentenyl, 2-pentenyl, 1-hexenyl, 2-hexenyl, 

1- heptenyl, 2-heptenyl, etc. 

5 "Alkynyl" can be straight-chain or branched-chain and mere can be mentioned, for example, 
C^alkynyl, specifically ethynyl, 1-propynyl, 2-propynyl, 1-butynyl 2-butynyl, 3-buiynyl, 1-penty- 
nyl, 2-pentynyl, 1-hexynyl, 2-hexynyl, 1-heptynyl, 2-heptynyl, etc. 

"Alkoxy" represents an alkyl-O-group, whose alkyl part has the above-mentioned meaning and can 
be, for example, Ci^alkoxy, and there can be specifically mentioned methoxy, ethoxy, n- or 
10 iso-propoxy, n-, iso-, sec- or tert-butoxy, n-pentyloxy, n-hexyloxy, etc. 

"Alkenyloxy" represents an alkenyl-O-group, whose alkenyl part has the above-mentioned 
meaning and there can be mentioned, for example, allyloxy, 2-butenyloxy, 3-butenyloxy, 

2- methyl-4-pentenyloxy, etc. 

"Alkylthio" represents an alkyl-S-group, whose alkyl part has the above-mentioned meaxdng and 
15 can be, for example, C^alkylthio, and there can be specifically mentioned methylthio, etirylthio, n- 
or iso-propylthio, n-, iso-, sec- or tert-butylthio, n-pentylthio, n-hexylthio, etc. 

"Alkenylthio" represents an alkenyl-S-group, whose alkenyl part has the above-mentioned meaning 
and there can be mentioned, for example, allylthio, 2-butenylthio, 3-butenylthio, etc. 

"Alkylsulfinyl" represents an alkyl-S(0)-group, whose alkyl part has the above-mentioned 
20 meaning and can be, for example, Ci^lkylsulfinyl, and there can be specifically mentioned, for 
example, methylsulfinyl, ethylsulfinyl, n- or iso-propylsulfinyl, n-, iso-, sec- or tert-butylsulfinyl, 
n-pentylsulfinyl, n-hexylsulfinyl, etc. 

"Alkylsulfonyl" represents an alkyl-S0 2 -group, whose alkyl part has the above-mentioned meaning 
and can be, for example, C^alkylsulfonyl, and there can be specifically mentioned, for example, 
25 methylsulfonyl, ethylsulfonyl, n- or iso-propylsulfonyl, n-, iso-, sec- or tert-butylsulfonyl, n-pentyl- 
sulfonyl, n-hexylsulfonyl, etc. 

"Alkylcarbonyl": there can be mentioned, for example, methylcarbonyl (acetyl), ethylcarbonyl 
(propionyl), etc. 

"Alkylcarbonylamino": there can be mentioned, for example, methylcarbonylamino, ethylcarb- 
30 onylamino, etc. 



"Alkoxycarbonyr': there can be mentioned, for example, methoxycarbonyl, ethoxycarborryl, etc. 
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"Haloalkyl" represents a straight-chain or branched-chain alkyl, at least one of whose hydrogen is 
substituted by halogen and there can be mentioned, for example, Ci^alkyl substituted by one to six 
fluoro, chloro and /or bromo, and as specific examples there can be mentioned fluoromethyl, 
chloromethyl, dichloromethyl, bromomethyl, difluoromethyl, trifluoromethyl, chlorodifluoro- 
5 methyl, dichloromethyl, trichlorometiiyl, 2,2,2-trifluoroethyl, 2-chloro-l > l^-trifluoroettiyl, 
3-fluoropropyl, 3-chloropropyl, 2,2,3,3,3-pentafluoropropyl, 1,2,2,3,3,3-hexafluoropropyl, etc. 

"Haloalkylene": there can be mentioned, for example, difhioromethylene, dichloromethylene, etc. 

Haloalkyl part in "haloalkoxy", "haloalkylthio", "haloalkylcarbonyl" and "haloalkylcarbonyl- 
amino" can be of the same definition as the aforementioned "haloalkyl" and specifically as "halo- 
10 alkoxy" there can be mentioned, for example, difluoromethoxy, trifluoromethoxy, chloro- 
difluoromethoxy, dichloromethoxy, 2-fluoroethoxy, 2-cMoroethoxy, 2,2,2-trinuoroeihoxy, 
3-chloropropoxy, etc., as "haloalkylthio" there can be mentioned, for example, difluoromettiyl- 
thio, 

trifluoromethylthio, 2,2,2-trifluoroethylthio, 3-fluoropropylthio, etc., as "haloalkylcarbonyl" uaere 
15 can be mentioned, for example, trifluoromethylcarbonyl, trichloromethylcarbonyl, 1,1,2,2-tetra- 
fluoroethylcarbonyl, perfluoroethylcarbonyl, perfluoroheptylcarbonyl, etc. and as "haloattcyl- 
carbonylamino" there can be mentioned, for example, trifluoromethylcarbonylamino, etc. 

"Haloalkenyl" represents a straight-chain or branched-chain alkenyl, at least one of whose 
hydrogen is substituted with halogen and there can be mentioned, for example, 2-chloro-2-propenyl, 
20 3-chloro-2-propenyl, 3,3-dichloro-2-propenyl, 3 -chloro-4,4,4-trifluoro-2-butenyl, etc. 

Haloalkenyl part in "haloalkenyloxy" and 6 *haloalkenylthio'* can be of the same definition as the 
aforementioned "haloalkenyl" and specifically as "haloalkenyloxy" there can be mentioned, for 
example, 2-chloro-2-propenyloxy, 3-chloro-2-propenyloxy, 3,3-dichloro-2-propenyloxy, 
3-chlpro-4,4,4-trifluoro-2-butenyloxy, etc., and as "haloalkenylthio" there can be mentioned, for 
25 example, 2-chloro-2-propenylthio, 3-chloro-2-propenylthio, 3,3-dichloro-2-propenylthio, 
3-chloro-4,4,4-trifluoro-2-butenylthio, etc. 

"Phenylalkyl": there can be mentioned, for example, benzyl, 1-phenylethyl, phenethyl, 
1-phenylpropyl, 2-phenylpropyl, 3-phenylpropyl, etc. 

"Phenoxyalkyl": there can be mentioned, for example, phenoxymethyl, 1-phenoxyethyl, 
30 2-phenoxyethyl, 1-phenoxypropyl, 2-phenoxypropyl, 3-phenoxypropyl, etc. 



"Alkoxyalkyl": there can be mentioned, for example, methoxymethyl, 2-methoxyethyl, 
1-methoxyethyl, 3-methoxypropyl, ethoxymethyl, 2-ethoxyethyl, etc. 
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c T)ialkylaminoalkyr: there can be mentioned, for example, dimethylaminomethyl, 2-dimethyl- 
aminoethyl, 1-dmiethylaminoethyl, 3-dmethylaminopropyl, diemylaminomethyl, 2-diethylamino- 
ethyl, etc. 

"Alkoxycarbonylalkyl": there can be mentioned, for example, methoxycarbonylmethyl, ethoxy- 
5 carbonylmethyl, (n- or iso-) propyloxycarbonylmethyl, (n-, iso-, sec.-or tert-)butyloxycarbonyl- 
methyl, 2-methoxycarbonylethyl, 3-methoxycarbonylpropyl, etc. 

*Tlydroxyalkyl": there can be mentioned, for example, hydroxymethyl, 2-hydroxyethyl, etc. 
"Anilinoalkyl": there can be mentioned, for example, anilinomethyl, 2-anilinoethyl, etc. 
"Aryl": there can be mentioned, for example, phenyl, 1-naphthyl, 2-naphthyl, etc. 

10 The heterocyclic group in "R 1 and R 2 form, together with the nitrogen atom to which they are 
bonded, a 3 to 10-rnembered heterocyclic group that may contain further one to three hetero atoms 
selected from the group consisting of nitrogen atom, oxygen atom and S(0) n besides the nitrogen 
atom to which R 1 and R 2 are bonded" and " 5 to 10-membered heterocyclic group that contains one 
to four hetero atoms selected from the group consisting of nitrogen atom, oxygen atom and sulfur 

15 atom", defined in the group 



the heterocyclic group in "R 24 and R 25 form, together with the nitrogen atom to which they are 
bonded, a 5 to 8-membered, saturated, monocyclic, heterocyclic group mat may contain further 
hetero one or two atoms selected from the group consisting of nitrogen atom, oxygen atom and 
20 S(0)n, besides the nitrogen atom to which R 24 and R 25 are bonded", defined in the group 



includes saturated heterocyclic group, unsaturated heterocyclic group and aromatic heterocyclic 
group. 

Thus, as "saturated heterocyclic group" there can be mentioned monovalent group derived from, 



N 




and 
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for example, aziridine, azetidine, pyrrolidine, piperidine, piperazine, morpholine, thiomorpholine, 
thiomorpholine-1, 1 -dioxide, perhydroazepine, perhydroazocine, perhydro-1 ,2-diazepine, 
perhydro-l,2,5~oxadiazepine, perhydroindole, perhydroquinoline, perlrydroisoquinoline, etc. 

"Unsaturated heterocyclic group": there can be mentioned monovalent group derived from, for 
example, 3-pyrroline, 2-pyrazoline, unazoUdine, 2,3-dihydroin<dole, l,23,3a,4,7,7a-hepta- 
hydroisoindole, l,2,3,6^teti^ydropyridine, l,4,5 > 6^tetrahydropiridazin«, etc. 

"Aromatic heterocyclic group": there can be mentioned monovalent group derived from, for 
example, pyrrole, furan, thiophene, pyrazole, imidazole, thiazole, pyri<line, pyridazine, pyrimidine, 
pyrazine, 1,2,3-triazole, 1,2,4-triazole, tetrazole, IH-indazole, quinolnre, isoquinoline, etc. 

In the plant pest controlling active compounds of the aforementioned formula (I), preferably there 
can be mentioned the compounds in which 

R 1 and R 2 form, together with the nitrogen atom to which they are bonded, a heterocyclic group 
which is a monovalent group derived from a heterocycle selected from aziridine, azetidine, 
pyrrolidine, 3-pyrroline, piperidine, perhydroazepine, perhydroazooine, perhydro- 1 ,2-diazepine, 
perhydro-l,2,5-oxadiazepine, 2-pyrazoline, thiazoUdine, perhydrohndole, l,2,3,3a,4,7,7a-hepta- 
hydroisoindole, l,2,3,6-teti^ydn>pyridine, perhydroquinoline, perfcydb-oisoqumoline, 1,4,5,6-te- 
trahydropyridazine, morpholine, thiomorpholine, thiomorpholine-1,1 —dioxide, piperazine, pyrrole, 
pyrazole, imidazole, 1,2,3-triazole, 1,2,4-triazole, tetrazole or lH-in&azole and may be optionally 
substituted by one to three groups selected from the group consisting of fluoro, bromo, C^alkyl, 
C 1 _ 4 haloall<yl s C^alkoxy, C^alkylthio, benzylthio, hydroxyCi^alkyl, Ci^alkoxyC^alkyl, 
anilinoCi^alkyl, Ci^haloalkylene, Ci^alkoxy-carbonyl, benzyloxycarbonyl, d^alkyl-carbonyl, 
Ci. 7 haloalk/l-carbonyl, phenyl, benzyl, pyridyl, hydroxy, oxo, cyano, carboxy, carbamoyl, 
C M alkoxy-carbonylCi^alkyl, C^alkyl-carbonylamino and Ci Jialoalkyl-carbonylamino, 

R 3 represents hydrogen, chloro, bromo, cyano, hydroxy, amino, azndo, Ci^alkyl, Ci^haloalkyl, 
C^alkoxyC^alkyl, C^cycloalkyl, C^alkenyl, C^alkynyl, C^alkoxy, C,_«haloalkoxy, Q^alke- 
nyloxy, <^ 7 haloalkenyloxy, C^alkylthio, C^alkenylthio, C^haloarikenylthio, C^alkylsulfinyl, 
Ci^alkylsulfonyl, phenoxy, benzyloxy, phenyl that may be optionally substituted by one or two 
groups selected from the group consisting of chloro, C x ^aXky\ 7 Ci^alkoxy and Ci^haloalkyl, 
phenylC^alkyl that may be optionally chloro-substituted, or ph<acioxyC^alkyl that may be 
optionally chloro-substituted, or 

R 3 represents a heterocyclic group which is a monovalent group derived from a heterocycle selected 
from pyrrolidine, piperidine, morpholine, thiomorpholine, piperazine, thiophene, thiazole, pyridine, 
quinoline, isoquinoline, pyrazine, pyridazine, pyrimidine, imidazole, pyrazole, tetrazole, 
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1,2,4-triazole and 2,3-dihydroindole, and may be optionally substituted by a group selected from 
the group consisting of cbloro, bromo, Ci^alkyl and Ci^haloaftyl, or 

R 3 represents a group selected from the group consisting of the following groups A-H and J-M 




F G 



\ .N^ „R 19 . R 20 n r 22 24 

NH 2 A R 21 r 23 R » 

J K L M 

5 in which 

R 7 represents hydrogen atom, C^alkyl or Ci-ehaloalkyl, 
R 8 represents Chalky!, phenyl, C^lkoxy or cyano, 

R 7 and R 8 form, together with the carbon atom to which they are bonded, Cs^cycloalkylidene, 

R 9 represents Chalky!, C2.7haloalkenyl or benzyl, 
10 R 10 represents hydrogen atom or C^lkyl, 

R 11 represents C^alkyl, Ci^alkoxyC^alkyl, diCC^alky^arnmoC^alkyl, 

phenyl, benzyl or cyano, 

R 12 represents Ci^alkyl or phenyl, 

R 13 represents d^alkyl or benzyl, 
1 5 R 14 represents hydrogen atom or C^alkyl, 
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R 15 represents hydrogen atom, Ci^haloaliyl or phenyl, 
R 16 represents hydrogen atom or d^alkyl, 
R 17 represents hydrogen atom, Ci^alkyl or d-ehaloalkyl, 
R 18 represents CupAkyl or phenyl, 
5 R 19 represents hydrogen atom or Ci^alkyl, 
R 20 represents Ci^alkyl, 
R 21 represents Ci^alkyl, 

R 22 represents C^alkyl, C^alkenyl, d. 7 naloalkenyl, C,^alkoxyC,^alkyl, phenoxyC^alkyl or 
Ci^alkoxycarbonylCi^alkyl, 

10 R 23 represents d-*alkyl, 

R 24 represents hydrogen atom or Ci^alkyl, 

R 25 represents Ci^alkyl or phenyl, 

R 24 and R 25 form, together with the nitrogen atom to whdch they are bonded, a 
saturated-monocyclic,heterocyclic group which is a monovalent: group derived from a 
15 monoheterocycle selected from the group consisting of pyrrohdine, piperidine, morpholine and 
piperazine and may be optionally substituted by d^alkyl, 

R 4 represents hydrogen atom, fluoro, chloro, cyano, C^lkyl, 

Ci^haloalkyl, C^ 7 alkenyl, Qj^alkynyl, Ct^alkoxy, C^haloalkoxy, C^alkylthio, 

C^haloalkylthio, d^alkylsulfinyl, C^alkylsulfonyl or pyrazolyl that may be optionally 
20 Ci^alkyl-substituted or C^haloalkyl-substituted, 

R 5 and R 6 each independently represents hydrogen atom, fluoro, Ci^alkyl, Ci Jialoalkyl or phenyl, 



Q represents naphthyl, phenyl that may be optionally substituted, pyxidyl that may be optionally 
substituted, thienyl that may be optionally substituted, or furyl that may be optionally substituted, 
25 wherein substituents to phenyl, pyridyl, thienyl and furyl are one to five groups selected from the 
group consisting of fluoro, chloro, C M alkyl, d^haloalkyl, C^alkoxy, d^haloalkoxy, cyano, nitro, 
amino and phenyl. 



and 
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In the plant pest controlling active compounds of the aforementioned formula (T), particularly 
preferably there can be mentioned the compounds in which 

R 1 and R 2 form, together with the nitrogen atom to which they are bonded, a heterocyclic group 
which is a monovalent group derived from a heterocycle selected from the group consisting of 
5 azdridine, azetidine, pyrrolidine, 3-pyrroline, piperidine, perhydroazepine, perhydroazocine, 
perhydro-l,2-diazepine, perhydro-l^,5-oxadiazepine, 2-pyrazoline, thiazolidine, perhydroindole, 
l,2,3,3a,4J,7a4ieptahydroisoindole, 1,2,3,6-tetrahydropyridine, perhydroquinoline, 

perhydroisoquinoline, 1,4,5,6-tetrahydropyridazine, morpholine, tmomorpholine, 

thiomorpholine-1,1 -dioxide, piperazine, pyrrole, pyrazole, imidazole, 1,2,3-triazole, 1,2,4-triazole, 

10 tetrazole and lH-indazole and may be optionally substituted with 1-3 groups selected from the 
group consisting of fluoro, bromo, methyl, ethyl, n-propyl, fmoromethyl, trifluoromethyl, 
2,2,2-trifluoroethyl, methoxy, methylthio, benzylthio, hydroxymethyl, 2-hydroxyethyl, 
methoxymethyl, anilinomethyl, difluoromethylene, dichloromethylene, methoxycarbonyl, 
ethoxycarbonyl, benzyloxycarbonyl, acetyl, trifluoromethylcarbonyl, trichloromethylcarbonyl, 

15 1,1,2^-tetrafluoroethylcarbonyl, perfluoroethylcarbonyl, perfluoroheptylcarbonyl, phenyl, benzyl, 
2^pyridyl, hydroxy, oxo, cyano, carboxy, carbamoyl, emoxycarbonylmethyl, methylcarbonylarnino 
and trifluoromethylcaTbonylarnino, 

R 3 represents hydrogen, chloro, cyano, hydroxy, amino, azido, methyl, ethyl, iso-propyl, tert-butyl, 
trifluoromethyl, methoxymethyl, cyclopropyl, allyl, ethynyl, 1-propynyl, methoxy, ethoxy, 

20 n-propyloxy, n-butyloxy, 2,2,2-trffluoroethyloxy, allyloxy, 2-methyl-4-pentenyloxy, 
3-chloro-4,4,4-trifluoro-2-butenyloxy, methylthio, ethylthio, n- or iso-propylthio, n-, sec- or 
tert-butylthio, aHylthio, 3,3-dichloroallyllhio, methylsulfinyl, methylsulfonyl, phenoxy, benzyloxy, 
phenyl that may be optionally substituted with 1-2 groups selected from the group consisting of 
chloro, methyl, methoxy and trifluoromethyl, benzyl that may be optionally chloro-substituted, or 

25 phenoxymethyl that may be optionally chloro-substituted, or 

R 3 represents a heterocyclic group which is a monovalent group derived from a heterocycle selected 
from the group consisting of pyrrolidine, piperidine, morpholine, Ihiomorpholine, piperazine, 
thiophene, thiazole, pyridine, quinoline, isoquinoline, pyrazine, pyridazine, pyrimidine, imidazole, 
pyrazole, tetrazole, 1,2,4-triazole and 2,3-dihydroindole, and may be optionally substituted with a 
30 group selected from the group consisting of chloro, bromo, methyl and trifluoromethyl, or 

R 3 represents a group selected from the group consisting of the following groups A-H and J-M 
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in which 

R 7 represents hydrogen atom, methyl or trifluoromethyl, 

R 8 represents methyl, iso- or tert-butyl, neo-pentyl, phenyl, efhoxy or cyano, or 

5 R 7 and R 8 form, together with the carbon atom to which they are bonded, cyclopentylidene or 
cyclohexylidene, 

R 9 represents methyl, 3,3-dichloroallyl or benzyl, 
R 10 represents hydrogen atom, methyl or ethyl, 

R n represents methyl, ethyl, iso-propyl, methoxyethyl, dimemylaminoethyl, phenyl, benzyl or 
10 cyano, 

R 12 represents methyl or phenyl, 

R 13 represents methyl or benzyl, 

R 14 represents hydrogen atom or methyl, 

R 15 represents hydrogen atom, 2,2,2-trifluoroethyl or phenyl, 

1 5 R 16 represents hydrogen atom or methyl, 
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R 17 represents hydrogen atom, methyl or trifluoromethyl, 
R !8 represents methyl or phenyl, 
R 19 represents hydrogen atom or methyl, 
R 20 represents methyl, ethyl, n- or iso-propyl, 
5 R 21 represents methyl or ethyl, 

R 22 represents methyl, ethyl, n-propyl, n- or tert-butyl, allyl, 2-chloro-2-propenyl, 
3 -chloro-2-propenyl, 3,3-dichloro-2-propenyl, 2-methoxyethyl, 2-phenoxypropyl or 
tert-butoxycarbonylmethyl, 

R 23 represents methyl, 

10 R 24 represents hydrogen atom or methyl, 

R 25 represents iso-propyl or phenyl, 

R 24 and R 25 form, together with the nitrogen atom to which they are bonded, a 
saturated-monoheterocyclic group which is a monovalent group derived from a monoheterocycle 
selected from the group consisting of pyrrolidine, piperidine, morpholine and piperazine and may 
15 be optionally substituted with methyl, 

R 4 represents hydrogen atom, chloro, cyano, methyl, trifluoromethyl, allyl, ethynyl, 1-propynyl, 
methoxy, 2,2,2-trifluoroethoxy, methylthio, C^haloalkylthio, methylsulfinyl, methylsulfonyl or 
pyrazolyl that may be optionally methyl-substituted or trifluoromethyl-substituted, 

R 5 and R 6 each independently represents hydrogen atom, fluoro, methyl, ethyl, iso-propyl, 
20 trifluoromethyl or phenyl, and 

Q represents naphthyl, phenyl that may be optionally substituted, pyridyl mat may be optionally 
substituted, thienyl that may be optionally substituted, or furyl that may be optionally substituted, 
wherein substituents to phenyl, pyridyl, thienyl and furyl are 1-5 groups selected from the group 
consisting of fluoro, chloro, methyl, tert-butyl, trifluoromethyl, methoxy, trifluoromethoxy, cyano, 
25 nitro, amino and phenyl, 

Similarly, in the compounds of the aforementioned formula (IA), there can be mentioned the 

compounds in which R 1A , R", R 3A , R 4A , R 5A , R", R 7A , R 8A , R' A , R'° A , R UA , R™. R"*. 
R i6A R i7A r isa R i9A^ r 2oa^ R 2iA^ R 22A^ R 23A^ R 24A^ R 25a ^ (^each has the same definition as the 

definition of R* ' R 2 , R 3 , R'.R 5 , R 6 , R 7 ,R 8 , R 9 , R 10 , R u , R 12 . R", R m , R m . R"> R". R". R" *" 
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R 22 , R 23 , R 24 , R 25 and Q mentioned in the definition of the preferable compounds of the 
aforementioned formula (1), respectively, 

provided that, the following cases CT-1HT-6) are excluded: 

(T-l) the case in which group 

? 1A 



N. 



represents 1-pyrrolyl, 1-imidazolyl, 3-oxopiperidino or 4-oxopiperidino, R 3A represents hydrogen 
atom, R 4A represents hydrogen atom, and Q A represents 1-naphthyl or phenyl group that may he 
optionally substituted by one or two groups selected from the group consisting of chloro, methyl, 
10 ethyl and trifluoromeihyl, 

(T-2) the case in which group 

,R 1A 
— N. 



3A 



represents 3-oxopiperidino, 4-oxopiperidino, 4-hydroxypiperidino, 4-carbamoylpiperidino, 
4-methylpiperazino, 4-ethylpiperazino, 4-(2-hydroxyethyl)piperazino or morpholino, R 
15 represents amino, R 4A represents hydrogen atom, and Q* represents 3-pyridyl or phenyl group that 
may be optionally substituted by one to three groups selected from the group consisting of fluoro, 
chloro, methyl, ethyl, isopropyl, trifluoromethyl and methoxy, 

(T-3) the case in which group 

20 represents piperidino, 4-hydroxypiperidino, 4-methylpiperazino or morpholino, R 3A represents 
chloro, dimethylamino, anilino, piperidino, 4-methylpiperazino or morpholino, R 4A represents 
hydrogen atom, and Q A represents phenyl group that may be optionally substituted by one or two 
groups selected from the group consisting of methyl and methoxy, 



(T-4) the case in which group 



10 



15 
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,R 1A 

— N 

represents 1-pyirohdinyl, piperidino, morpholino or 1-pyrrolyl, R 3A represents methyl or 
methoxymethyl, R 4A represents chloro, and Q A represents phenyl or 1-naphthyl, 

(T-5) the case in which group 
,R 1A 

— N 

represents i-azdlidinyl, piperidino or incrpkolino, R 3A represents methylthio, R 4 ^ represents chloro, 
and Q A represents phenyl group substituted by rnethoxy, ethoxy, n-propoxy, iso-propoxy, n-butoxy 
or iso-butoxy, 

(T-6) the case in which group 



-N 



R 1A 



\ 



R 



,2A 



represents 1-azilidinyl, R 3A represents hydrogen atom or amino, R^ represents chloro, and Q* 
represents phenyl group substituted by rnethoxy or ethoxy, 

as preferable. 

Moreover, in the compounds of the aforementioned formula (IA), the compounds in which R 1A , R 2 ^ 

R 3A R 4A R 5A R 6A R 7A r8A> r 9A r ,0A R 11A R 12A R 13A R 14A R ,5A R 16A R 17A R 18A R 19A R 20A 

r 21A , R 22A , R 23 *, R 24 * R 2$A and Q A each has the same definition as the definition of R\ R 2 , R 3 , R 4 , 
R 5 , R 6 , R 7 , R 8 , R 9 , R 10 , R», R 12 , R 13 , R 14 , R 15 , R 16 , R 17 , R 18 , R 19 , R 2 °> R 2 S R 22 , R*. R*. and Q 
mentioned in the definition of the particularly preferable compounds of the aforementioned formula 
(T), respectively, 



20 provided that, the following cases (T-1KT-6) are excluded: 
(T-l) the case in which group 



,R 1A 



-N 

R 2 * 
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represents 1-pyrrolyl, 1-imidazolyl, 3-oxopiperidino or 4-oxopiperidino, R 3A represents hydrogen 
atom, R 4A represents hydrogen atom, and Q A represents 1-naphthyl or phenyl group that may be 
optionally substituted by one or two groups selected from the group consisting of chloro, methyl 
and trifluoromethyl, 

5 (T-2) the case in which group 



represents 3-oxopiperidino, 4-oxopiperidino, 4-hydroxypiperidino, 4-carbamoylpiperidino, 
4-methylpiperazino, 4-ethylpiperazino, 4<2-hydroxyethyl)piperazino or morpholino, R 3A 
represents amino, R 4A represents hydrogen atom, and represents 3-pyridyl or phenyl group that 
10 may be optionally substituted by one to three groups selected from the group consisting of fluoro, 
chloro, methyl, trifluoromethyl and methoxy, 

(T-3) the case in which group 



represents piperidino, 4-hydroxypiperidino, 4-methylpiperazino or morpholino, R represents 
15 chloro, dimethylamino, anilino, piperidino, 4-methylpiperazino or morpholino, R 4A represents 
hydrogen atom, and represents phenyl group that may be optionally substituted by one or two 



N. 




groups selected from the group consisting of methyl and methoxy, 



(T-4) the case in which group 




,1A 



R 2 * 



20 represents 1-pyrrolidinyl, piperidino, morpholino or 1 -pyrrolyl, R 3A represents methyl 



or methoxymethyl, R 4A represents chloro, and Q A represents phenyl or 1-naphthyl, 



(T-5) the case in which group 



WO 2005/079798 



PCT/EP2005/001383 



-34- 



,1A 



-N 



N ^ 

R 



represents l-azilidinyl, piperidino or morpholino, R 3A represents methylthio, R 4A represents chloro, 
and Q A represents phenyl group substituted with methoxy, 

(T-6) the case in which group 



>1A 



-n: 



Sr2A 

represents 1-azilidinyl, R 3A represents hydrogen atom or amino, R 4A represents chloro. and 
represents phenyl group substituted with methoxy, 

are particularly preferable. 

The aforementioned preparation process (a) can be illustrated by the following reaction scheme in 
10 case that, for example, 5-benzyl-4,6-dicMoropirirnidine and pyrrolidine are used as starting 
materials. 




O 



N 
H 




cr n 



+ base 



The aforementioned preparation process (b) can be illustrated by the following reaction scheme in 
case that, for example, 5-ben2yl-4-chloro-2-methyl^ is used as 

15 starting material and, for example, m-chloroperbenzoic acid, as oxidizing agent. 



Q 



cr" N SCH 3 




S0 2 CH 3 



+ m-chloroperbenzoic acid 
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The aforementioned preparation process (c) can be illustrated by the following reaction scheme in 
case that, for example, 5-benzyl-4^ttoro-2-methanes^ and 
pyrazole are used as starting materials. 




5 The aforementioned preparation process (d) can be illustrated by the following reaction scheme in 
case that, for example, 4^Worc-5-(3-fluorobenzyl)-6^ and sodium 

methoxide are used as starting materials. 




The aforementioned preparation process (e) can be illustrated by the following reaction scheme in 
10 case that a starting material, for example, 4-cMoro-5-(3-fluorobenzyl>^^ 
is catalytically hydrogenated. 
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The aforementioned preparation process (f) can be illustrated by the following reaction scheme in 
case that, for example, 54>eiizyl-4-cMoro-^ and sodium 

chlorodifluoroacetate are used as starting materials. 




Diglyme/heating 



5 The aforementioned preparation process (g) can be illustrated by the following reaction scheme in 
case that, for example, 2-azido-5-benzyM^Moro-6-(pyrr^ and sodium 

borohydride are used as starting materials. 





NaBH 4 



ck -nt -N3 - cr -nh 2 

The aforementioned preparation process (h) can be illustrated by the following reaction scheme in 
case that, for example, 5-beiizyl-4-cMoro-6-(pyrc^ and tert-butyl 

10 nitrite and copper (IT) chloride are used as starting materials (Sandmeyer process). 
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The aforementioned preparation process (i) can be illustrated by the following reaction scheme in 
case that, for example, 5-ben2yl^Moro-6Kpyrrolidm-l-yl)pyrimidin-2-ylamine and dimethyl- 
formamide dimethylacetal and O-methylhydroxylammonium chloride are used as starting 
materials. 




i) (CH,0) 2 CH-N(CH 3 ) 2 



c ' N NH * «) ch 3 onh 3 + c.- 




5 + base 



The aforementioned preparation process (j) can be illustrated by the following reaction scheme in 
case that, for example, S-benzyl^woro-6^yirolidm-^ and acetic 

anhydride are used as starting materials. 




0 Q 

X X 

H.CT^O'^CH, 



N NH, 




10 The aforementioned preparation process (k) can be illustrated by the following reaction scheme in 
case that, for example, 5-benzyM^Moro^<pyrrolidm-l-yl)pyi^dine-2^arboiutrue and methyl 
magnesium bromide are used as starting materials. 




CH,-Mg-Br 




The aforementioned preparation process 0) can be illustrated by the following reaction scheme in 
15 case that, for example, l<54)enzyl^Moro-6^ynolidm-l-yl)pyrinudm-2-yl)em^ and 
O-ethylhydroxylammonium chloride are used as starting materials. 
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The aforementioned preparation process (m) can be illustrated by the following reaction scheme r 
case that, for example, 5 -benzyl-4-chloro-6- 

(pyrrohdm-l-yl)pyrimidine-2-carbonitrile and hydroxyiammonium chloride are 
used as starting materials. 




NH 2 



+ base 

The compounds of the formula (II), starting materials in the above-mentioned preparation process 
(a), which are partly novel compounds and are not described in the existing literatures, can be 
easily prepared, for example, by reacting a compound represented by the formula 




(XII) 



wherein 

R 4Aa2 represents hydrogen atom, hydroxy, alkyl, haloalkyl or alkenyl, 
R 3/* r sa^ R 6A ^ q a have the same definition as aforementioned, 
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with a halogenating agent, for example, phosphorus oxychloride, phosphorus oxybromide, etc. 
according to the process described in Journal of Heterocyclic Chemistry, Vol.29, p. 1369-1370 
(1992); Journal of Organic Chemistry, Vol.32, No.2, p.1591-1596 (1967), etc. 

The compounds of the above-mentioned formula (XII), which are partly novel compounds and are 
5 not described in the existing literatures, can be easily prepared, for example, by reacting a 
compound represented by the formula 




(XIII) 



wherein 

R 4Aa3 re p resents hydrogen atom, alkyl, haloalkyl, alkenyl or Ci^alkoxy, 
R 26A represents C M alkyl, 
10 R 5A , R 6A and QAhave the same definition as aforementioned, 
with a compound represented by the formula 

HC1 POV) 

NH 2 

15 wherein 

R 3Aa has the same definition as aforementioned, 

according to the process described in, for example, Journal of the American Chemical Society, 
Vol.77, p.745-749 (1955); Journal of the American Chemical Society, Vol.69, p.2941-2942 (1938), 
etc. 
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The above-mentioned formula QOE), which is also partly novel compounds that are not described 
in the existing literatures, can be easily prepared, for example, by reacting a compound represented 
by the formula 



5 




(XV), 



wherein 

R 4Aa3 and R 26A have the same definition as aforementioned, 
1 0 with a compound represented by the formula 




(XVI) 



wherein 

X 1 represents halogen, preferably chloro, bromo or iodo, 

R 5A R 6A and Q A have the same definition as aforementioned, 

15 according to the process described in, for example, Japanese Laid-open Patent Publication No. 
228500/1999 etc. 

The compounds of the above-mentioned formulae (XV) and (XVI) are per se known compounds. 

The above-mentioned formula (XTV), which is partly novel compounds that are not described in 
the existing literatures, can be easily prepared, for example, from a compound represented by the 
20 formula 

R 3Aa ~CN (XVII) 

wherein 
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R 3Aa has the same definition as aforementioned, 

by treating according to the process described in Journal of Organic Chemistry, Vol.26, p.412-418 
(1961); Journal of Organic Chemistry, Vol.34, p.292-296 (1969); Chemical Reviews Washington, D. 
C. , Vol.35, p.35 1-425 (1944), etc. 

The compounds of the above-mentioned formula (XVII) are per se known compounds. 

The compounds of the formula (HT), starting materials in the above-mentioned preparation process 
(a), are per se known compounds. 

As specific examples for the compounds of the formula (E), used as the starting materials in the 
above-mentioned preparation process (a), can be mentioned as follows: 

5-benzyl-4,6^cMoropyrimidine 

5-ben2yl-4,6-dicWoro-2-methylpyriinidine 

4,6-dichloro-5-(3-£luorobenzyl)pyrimidine 

4,6^cWoro-5-(3-chloroberizyl)pyrimidine 

4,6-dicMoro-5-(2,6^ifluorobenzyl)pyrimidm 

4,6-dicUoro-5-(3,5-difluorobenzyl)pyrimidm 

5-benzyl-4-chlorcH6-methylpyrimidine 

5 -benzyl^,6^ichloro-2-methyltruopyiimidine 

5-benzyl-4,6-dicMoro-2-(pyridin^ 

5-benzyl-4,6^icWoro-2-(pyridin-3-yl)pyrin^ 

5-benzyl-4,6-dichloro-2-(pyri^ 

5-benzyl-4,6-dicMoro-2-(pyira^ and so on. 

As specific examples for the compounds of the formula (XII), used as starting materials in the 
preparation of the compounds of the aforementioned formula (II), the following can be mentioned: 

5-benzylpyrimidin-4,6-diol, 
5-(3-fluorobenzyl)pyiimidin-4,6-diol, 




WO 2005/079798 PCT/EP2005/001383 

-42- 

5-(3 <;hlorobenzyl)pyriinidin-4,6-diol, 

5-benzyl-2^pyridin-2-yl)pyrimidin^,6Kiiol, 

S-benzyl^-methylpyriinidin^jS-diol, 

54>enzyl-2-methylthiopyrimidin-4,6-diol, and so on. 

5 As specific examples for the compounds of the formula (XHI), used as starting materials in the 
preparation of the compounds of the aforementioned formula (XII), the following can be 
mentioned: 

diethyl benzyknalonate, 
ethyl 2-benzylacetoacetate 
1 0 diethyl 2-(3-fluorobenzyl)malonate, 

diethyl 2-(3-chlorobenzyl)malonate, and so on. 

As specific examples for the compounds of the formula (XIV), used as starting materials in the 
preparation of the compounds of the aforementioned formula (XU), the following can be 
mentioned: 

1 5 formamidine hydrochloride, 

acetamidine hydrochloride, 

tert-butylcarbamidine hydrochloride, 

trifluoroacetarnidine, 

cyclopropylcarbarnidine hydrochloride, 
20 benzamidine hydrochloride, 

2-(4K;hlorophenoxy)-acetamidine hydrochloride, 

pyrrolidmoformanxidine hydrobromide, 

moipholmoforniarnidine hydrobromide, 

2-armdmothiophene hydrochloride, 
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3-anndmopyridine hydrochloride, 

2- methylthiazole-4-carboxyamidine hydrochloride, and so on. 

As specific examples for the compounds of the formula (XV), used as the starting materials in the 
preparation of the compounds of the aforementioned formula (XIII), the following can be 
5 mentioned: 

diethyl malonate 

methyl actoacetate 

ethyl butyrylacetate 

ethyl 4,4,4-trifluoroacetoacetate 

10 methyl 3-oxo-6-octenoate, and so on. 

As specific examples for the compounds of the formula (XVI), used as the starting materials in the 
preparation of the compounds of the aforementioned formula (Xlil), the following can be 
mentioned: 

benzyl bromide, 

15 1 -phenylethyl bromide, 

3- methylbenzyl bromide, 

2- nitrobenzyl bromide, 

3- fluorobenzyl bromide, 

3- chlorobenzyl bromide, 

20 3-(bromomethyl)benzonitrile, 

4- tert-butylbenzyl bromide, 
4-(trifluoromethyl)benzyl bromide, 
2-(bromomethyl)naphthalene, 



3-cMoro-2-(chloromethyl>5-(trifluoromemyl)pyridme, 
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2-chloro-5-(chloromethyl)pyridine > 
2-chloro-5 -(chloromemyl)tlriophene, 
2-(bromomethyl)-5-nitrofuran, and so on. 

As specific examples for the compounds of the formula (XVH), used as the starting materials in the 
5 preparation of the compounds of the aforementioned formula (XIV), me following can he 
mentioned: 

benzonitrile, 

2-cyanopyridine, 

2- quinolinecarboriitrile, 
10 14soquinolinecafbonitrile, 

3- isoqumolinecarbonitrile, 
cyanopyrazine, and so on. 

As specific examples for the compounds of the formula (HI), used as 

the starting materials in the above-mentioned preparation process (a), the following can be 
15 mentioned: 

2-methylazilidine 

azetidine, 

pyrrolidine, 

2- pyrrolidone, 

20 2-methylpyrrolidine, 

3- pyrroline, 
thiazolidine, 
pyrrole, 
2-pyrazoline, 
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pyrazole, 
imidazole, 
lH-l,2,3-triazole, 
lH-l,2,4-triazole, 
5 lH-tetrazole, 
indoline, 
piperidine, 

4- methylpiperidine, 
morpholine, 

10 thiomorpholine, 

piperazrne, 

hexamethyleneimine, 

heptamethyleneimine, 

octahydroindole, and so on. 

15 The compounds of the formula (IAb), used as the starting materials in the above-mentioned 
preparation process (b), can be prepared by the aforementioned preparation processes (a), (d), (e) or 
(f) and as their specific examples the following can be mentioned: 

5- beri2yl-4-chloro-2-methylt^^ 

5-beri2yl-4-cWoro-2-methylthio-6-(piperidin-l -yl)pyrimidine, 
20 5-beri2yl-4-chloro-6-(4-methylpiperidin-l -yl)-2-methylthiopyrirnidine, 

4- (5-beii2yl-6-cWoro-2-me1hyltinopyrimidm 
2-allylthio-5-benzyM^Woro-6-(pyrrolidin-l -yl)pyrimidine, 

5- ben2yl-4-cWorc^2<3,3-d4cWoroallylthio)-6-(pyrro and so on. 

As oxidizing agents used in the above-mentioned preparation process (b), there can be mentioned, 
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for example, m-chloroperbenzoic acid, hydrogen peroxide, and so on. 

The compounds of the formula (IAc), used as the starting materials in the above-mentioned 
preparation process (c), are compounds mat can be prepared by the aforementioned preparation 
processes (b) or (h) and as their specific examples the following can be mentioned: 

5 5-benzyl-4-cbloro-2-memylsulfoi^^ 

5-benzyM-cMoro-2-meftyls\dfonyl-6-(pipe 

5-benzyl-4-cMoro-2-metoylsulfonyl-^^ 

4- (5-benzyl-6-cWoro-2-methylsuJfonylpyrimidin-4-yl)moipholine > 

5- benzyl-2,4-dicMoro-6-(pynoH^ and so on. 

10 The compounds of the formula (IV), used as me starting materials in the above-mentioned 
preparation process (c), are per se known compounds and can be prepared according to the process 
described in, for example, Bulletin of the Chemical Society of Japan, Vol.64, p.2948-2953 (1991); 
Journal of Organic Chemistry, Vol.31, P .677-681 (1966); Journal of the American Chemical Society, 
Vol.75, p.4053-4054 (1953),.etc. As their specific examples the following can be mentioned: 

15 sodium cyanide, copper cyanide, tetrabutylammonium cyanide, sodium azide, 1-hexyne, 
ethynyltrimethylsilane, sodium methoxide, 2,2,2-trifluoroethanol, aUyl alcohol, 

3- cWoro-4,4,4-trifluoro-2-buten-l-ol, sodium thiomethoxide, phenol, benzyl alcohol, pyrrolidine, 
pyrazole, imidazole, 1,2,4-lriazole, cyclopentane oxhne, 2-(hydroxyinimo)propanenitrile, 
O-benzylhydroxylarmne, aniline, hydrazine hydrate, N-memyl-NKl-phenylemylidene^ydrazine, 

20 N-phenylguanidine, and so on. 

The compounds of the formula (IAd), used as the starting materials in the above-mentioned 
preparation process (d), can be prepared by the aforementioned preparation processes (a) or (f) and 
as their specific examples the following can be mentioned: 

4- chloro-5 -(3 -fluorobenzyl>6-(pyrrolidin- 1 -yl)pyrimidine, 
25 5-benzyl-4-cWoro-2-(pyrazol-l-yl)-6-(pynolidm-l-yl)pyri^ 

5- benzyl-4-cMoro-6-(piperidm^^ 

3-(5-benzyl-6^Moropyrimidm-^ md so on " 

The compounds of the formula (V), used as the starting materials in the above-mentioned 
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preparation process (d) are per se known compounds and as their specific examples the following 
can be mentioned: 

sodium cyanide, potassium cyanide, copper (D cyanide, sodium methoxide, 2,2>trifluoroethanol, 
sodium thiomethoxide, 2,2,2-trifluoroethanethiol, 1-hexyne, pyrazole, imidazole, 1,2,4-triazole, 
5 and so on. 

The compounds of the formula (IAe), used as the starting materials in me above-mentioned 
preparation process (e), are compounds that can be prepared by the above-mentioned preparation 
processes (a) or (f) and as their specific examples the following can be mentioned: 

4- cMoro-5-(3-fluorobenzyl)-6-(pyrrolidm-l-yl)pyrimidme 

10 5-benzyl-4-chloro-2-(pyrazol-l -yl)-6-(pyrrolidm-l -yl)pyrimidine, 

5- benzyl-4-cMoro-6-(piperidm-l-y^^ 

3-(5-benzyl-6-cMoropyi^^ mA so on - 

As catalyst used in the above-mentioned preparation process (e), there can be mentioned, for 

example, palladium-carbon and so on. 

15 The compounds of the formula (IAf), used as the starting materials in the above-mentioned 
preparation process (f), can be prepared by the aforementioned preparation processes (a), (c) or (d) 
and as their specific examples the following can be mentioned: 

5-benzyl^Moro-6-(2,5-dmydropyrroM^^ 

5-benzyl-4<2,5-dmydropyrrol-l-yl)-6-memoxypyrirm 

20 4«Uoro-6-(3,6-dmydro-2H^^^ pyrimidine, and 



soon. 



The compounds of the formula (IAg), use as the starting materials in the above-mentioned 
preparation process (g), can be prepared by the aforementioned preparation process (c) and as then- 
specific examples the following can be mentioned: 

25 2-azido-4-cWorc>-5-(3-cluoroben2yl>6-(pyiTolidin-l-yl) pyrimidine, 
2-azido-5-(6-cmoropyridm-3-ylmemyl)-4-(pyrrolidm-l-yl)pyn^ 

2-azido-4-cMoro-6-(2,5-dmy^ pyrimidine and so on. 
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As catalyst used in the above-mentioned preparation process (g), there can be mentioned, for 
example, palladium-carbon and so on. 

As metal hydrides used in the above-mentioned preparation process (g), there can be mentioned, 
for example, sodium borohydride, lithium aluminium hydride, and so on. 

5 The compounds of the formula (IAh), used as the starting materials in the first step of the 
above-mentioned preparation process (h), the first step of the above-mentioned preparation process 
(i) and the above-mentioned preparation process (j) can De prepared by the aforementioned 
preparation processes (c) or (g) and as their specific examples the following can be mentioned: 

4- chloro-6-(pyrrohdm-l^ 

10 5 -benzyM-chloro-6-(pyrrohdin- 1 -yl^ymmdiii^-ylamine, 

5- benzyl-4-cMoro-6^4,5-dmy^ and so on. 

As nitrite esters used in the first step of the above-mentioned preparation process (h), there can be 
mentioned, for example, tert-butyl nitrite etc., and nitrous acid can be formed on the spot, for 
example, by exposing sodium nitrite to an acidic condition. 

15 As copper halides or potassium halides used in the second step of the above-mentioned preparation 
process (h), there can be mentioned, for example, copper (I) chloride, copper (H) chloride, copper 
(I) bromide, copper (II) bromide, potassium iodide, and so on. 

As specific examples of the compounds of the formula (VI), use as the starting materials in the 
second step of the above-mentioned preparation process (i), the following can be mentioned: 

20 NM54>enzyl^Uoro-6^(pyrrolidm-l-yl)pyrin^ 

NX4^Woro-6-(pipend^ 

formanndine, 

N' -(4-chloro-5 -(5-nitrofuran-2-ylmemyl)-6<pyrrolidin- 1 -yl)pyrimidin-2-yl)-N,N- 
draethylformamidine, and so on. 

25 The compounds of the formula (VH), used as the starting materials in the above-mentioned 
preparation process (i) are per se known compounds and as their specific examples the following 
can be mentioned: 
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O-methylhydroxylamine, 

O-ethylhydroxylamine, 

O-isopropylhydroxylamine, 

O-berizylhydroxylamine, and so on. 

5 The compounds of the formula (VIE), used as the starting materials in the above-mentioned 
preparation process © are per se known compounds and as their specific examples the following 
can be mentioned: 

acetic anhydride, propionic anhydride, acetyl chloride, n-butyryl chloride, benzoyl chloride, and so 
on. 

10 The compounds of the formula (IAk), used as the starting materials in the above-mentioned 
preparation process (k) and the above-mentioned preparation process (m) can be prepared by the 
aforementioned preparation processes (c) or (d) and as their specific examples the following can be 
mentioned: 

5 -ben2yl-4-chloro-6-{pyiTolidin- 1 -yl)pyrimidine-2^arbonitrile , 

1 5 5-(3-fluorobenzyl)-4-(4-me1hylpiperadin-l -yl)pyrimidine-2-carbonitrile, 

4-(2,3-dihydroindol-l-yl)-5<3-fluoro-4-trifluorom so 
on. 

The compounds of the formula (DC), used as the starting materials in the above-mentioned 
preparation process (k) are per se known compounds and can be also prepared according to the 
20 process described in, for example, Journal of the American Chemical Society, Vol.94, p.5421-5434 
(1 972) etc. As their specific examples the following can be mentioned: 

methyl magnesium bromide, 

isopropyl magnesium bromide, 

pentyl magnesium bromide, and so on. 

25 The compounds of the formula (IA1), used as the starting materials in the above-mentioned 
preparation process (1) can be prepared by the aforementioned preparation process (k) and as their 
specific examples the following can be mentioned: 
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1^5-benzyl-4-chloro-6-(pyrrolidin-l-yl)pyrinu 
1 -(5-benzyl^methyl-6-(p^ 

H5-ben2yl^methoxy^^iperidin-l-yl)pyriim and so on. 

The compounds of the formula (X), used as the starting materials in the above-mentioned 
preparation process (1) are per se known compounds and as their specific examples the following 
can be mentioned: 

O-emymydroxylamine, 

0-(3-chloroaUyl)hydroxylamine, 

0- (2-memoxyemyl)hydroxylamine, 
phenylhydrazine, 

1- methyl-l-phenylhydrazine, and so on. 

The compounds of the formula (XI), used as the starting materials in the above-mentioned 
preparation process (m) are per se known compounds and as their specific examples the following 
can be mentioned: 

hydroxylamine, 

O-memymydroxylamine, 

O-emylhydroxylarnine, and so on. 

The compounds of the formula (IAc), Xc of which represents iodo, used as the starting materials in 
the above-mentioned preparation process (c), can be easily prepared from compounds, Xc of which 
is chloro, according to the process described in, for example, Journal of Heterocyclic Chemistry, 
Vol.23, p.1079-1084 (1986); Journal of the Chemical Society, (c), p.1204-1209 (1967), etc. and the 
compounds of the formula (IAd), Xd of which represents iodo, starting materials in the 
above-mentioned preparation process (d), can be easily prepared from compounds, Xd of which is 
chloro, according to the similar process, 

The reaction of the above-mentioned preparation process (a) can be conducted in an appropriate 
diluent. As examples of the diluent usable in that case mere can be mentioned aliphatic, alicyclic 
and aromatic hydrocarbons (may be optionally chlorinated), for example, pentane, hexane, 
cyclohexane, peiroleum ether, ligroine, benzene, toluene, xylene, dichloromethane, chloroform, 
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carbon tetrachloride, 1,2-dichloroethane, chlorobenzene, dicWorobenzene, etc.; ethers, for example, 
ethyl ether, methyl ethyl ether, isopropyl ether, butyl ether, dioxane, dimethoxyethane (DME), 
tetrahydrofuran (THF), diethylene glycol dimethyl ether (DG1M), etc.; ketones, for example, 
acetone, methyl ethyl ketone (MEK), methyl isopropyl ketone, methyl isobutyl ketone (M1BK), 
etc.; nitriles, for example, acetonitrile, propionitrile, acrylonitrile,, etc.; esters, for example, ethyl 
acetate, amyl acetate, etc.; acid amides, for example, dimethylformamide (DMF), 
dimethylacetamide (DMA), N-memylpyrrolidone, l,3-dimemyl-2-imidazolidinone, 
hexamethylphosphoric triamide (HMPA), etc.; sulfones, sulfoxides, for example, dimethyl 
sulfoxide (DMSO), sulfolane, etc.; bases, for example, pyridine etc. 

The preparation process (a) can be conducted in the presence of an acid binder, and as said acid 
binder there can be mentioned, for example, as inorganic bases, hydrides, hydroxides, carbonates 
and bicarbonates, eta. of alkali metals and alkaline earth metals, for example, sodium hydride, 
lithium hydride, sodium hydrogen carbonate, potassium hydrogen carbonate, sodium carbonate, 
potassium carbonate, lithium hydroxide, sodium hydroxide, potassium hydroxide, calcium 
hydroxide, etc.; inorganic alkali metal amides, for example, lithium amide, sodium amide, 
potassium amide, etc.; as organic bases, alcoholates, tertiary amines, dialkylaminoanilines and 
pyridines, for example, triethylamine, 1,1,4,4-tetrameOiylemylenediamine (TMEDA), 
N,N-dimemylaniline, NJSr-diethylaniline, pyridine, 4-dimethylammopyridine (DMAP), 
l,4-diazabicyclo[2^,2]octane (DABCO) and l,8-diazabicyclo[5,4,0]undec-7-ene (DBU), etc.; 
organic amine hydrochlorides, for example, pyridine hydrochloride, triethylamine hydrochloride, 
etc.; amine sulfonates, for example, pyridine p-toluenesulfonate, triethylamine p-toluenesulfonate, 
etc. 

The preparation process (a) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -78 to about 180°C, preferably about -20 to about 
120°C. Although said reaction is conducted desirably under normal pressure, it can be conducted 
optionally under elevated pressure or under reduced pressure. 

In conducting the preparation process (a), the aimed compound can be obtained, for example, by 
reacting 1.1 to 8.0 moles of a compound of the formula (HT) to 1 mole of a compound of the 
formula (IT) in a diluent, for example, tetrahydrofuran, in the presence of triethylamine. 

The reaction of the above-mentioned preparation process (b) can be conducted in an appropriate 
diluent As examples of the diluent usable in that case there can be mentioned water; aliphatic, 
alicyclic and aromatic hydrocarbons (may be optionally chlorinated), for example, pentane, hexane, 
cyclohexane, petroleum ether, ligroine, benzene, toluene, xylene, dichloromethane, chloroform, 
carbon tetrachloride, 1,2-dicMoroethane, cMorobenzene, dichlorobenzene, etc.; alcohols, for 



WO 2005/079798 



-52- 



PCT/EP2005/001383 



example, methanol, ethanol, isopropanol, butanol, emylene glycol, etc.; esters, for example, ethyl 
acetate, amyl acetate, etc.; carboxylic acids, for example, acetic acid etc. 

The preparation process (b) can be conducted in the presence of a catalyst and as example of said 
catalyst there can be mentioned, for example, tungstates etc. 

5 The preparation process (b) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -78 to about 180°C, preferably about -20 to about 
120°C. Although said reaction is conducted desirably under normal pressure, it can be conducted 
optionally under elevated pressure or under reduced pressure. 

In conducting the preparation process (b), the aimed compound can be obtained, for example, by 
10 reacting 2.0 to 2.4 moles of m-chloroperbenzoic acid (MCPBA) to 1 mole of a compound of the 
formula (IAb) in a diluent, for example, 

dichloromethane. 

The reaction of the above-mentioned preparation process (c) can be conducted in an appropriate 
diluent As examples of the diluent usable in that case there can be mentioned aliphatic, alicyclic 

15 and aromatic hydrocarbons (may be optionally chlorinated), for example, pentane, hexane, 
cyclohexane, petroleum ether, ligroine, benzene, toluene, xylene, dichloromethane, chloroform, 
carbon tetrachloride, 1,2-dichloroethane, chlorobenzene, dichlorobenzene, etc.; ethers, for example, 
ethyl ether, methyl ethyl ether, isopropyl ether, butyl ether, dioxane, dimethoxyethane (DME), 
tetrahydrofuran (THF), (Methylene glycol dimethyl ether (DGM), etc.; ketones, for example, 

20 acetone, methyl ethyl ketone (MEK), memyl isopropyl ketone, methyl isobutyl ketone (MIBK), 
etc.; nitrites, for example, acetonitrfle, propionitrite, acrylonitrile,, etc.; alcohols, for example, 
methanol, ethanol, isopropanol, butanol, ethylene glycol, etc.; acid amides, for example, 
dimethylformamide (DMF), dimethylacetamide (DMA), N-methylpyrroUdone, 
l,3-dimethyl-2-imidazolidinone, hexamethylphosphoric triamide (HMPA), etc.; sulfones, 

25 sulfoxides, for example, dimethyl sulfoxide (DMSO), sulfolane, etc.; bases, for example, pyridine 
etc. 

The preparation process (c) can be conducted in the presence of an acid binder, and as said acid 
binder there can be mentioned, for example, as inorganic bases, hydrides, hydroxides, carbonates 
and bicarbonates, etc. of alkali metals and alkaline earth metals, for example, sodium hydride, 
30 lithium hydride, sodium hydrogen carbonate, potassium hydrogen carbonate, sodium carbonate, 
potassium carbonate, lithium hydroxide, sodium hydroxide, potassium hydroxide, calcium 
hydroxide, etc.; inorganic alkali metal amides, for example, lithium amide, sodium amide, 
potassium amide, etc.; as organic bases, alcoholates, tertiary amines, dialkylaminoanilines and 
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pyridines, for example, triethylamine, l,lA4-tetramethylethylenediaraixie (TMEDA), 
N^f-dimethylaniline, NJST-diethylaniline, pyridine, 4-dimethylarninopyriaine (DMAP), 
l,4-diazabicyclo[2,2,2]octane (DABCO) and l,8-diazabicyclo[5,4,0]imdec-7-erLe (DBU), etc.; 
organic lithium compounds, for example, methyl lithium, n-butyl lithium, sec-birtyl lithium, tert- 
5 butyl lithium, phenyl lithium, dimethyl copper lithium, lithium diisopropyl amide, lithium 
cyclohexyl isopropyl amide, lithium dicyclohexyl amide, n-butyl lithium • I>ABCO, n-butyl 
lithium • DBU, n-butyl lithium • TMEDA, etc.; organic amine hydrochlorides, for example, pyridine 
hydrochloride, triethylamine hydrochloride, etc.; amine sulfonates, for example, pyridine 
p-toluenesulfonate, Iriemylamine p-toluenesulfonate, etc. 

10 The preparation process (c) can be conducted in the presence of a catalyst and as example of said 
catalyst there can be mentioned, for example, palladium catalysts such as 
m'chlorobis(triphenylphosphine) palladium, etc., metal catalysts such as copper (J) iodide etc. 

The preparation process (c) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -78 to about 180°C, preferably about 0 to about 
1 5 150°C. Although said reaction is conducted desirably under normal pressure, it can be conducted 
optionally under elevated pressure or under reduced pressure. 

In conducting the preparation process (c), the aimed compound can be obtained, for example, by 
reacting 1.5 to 2.5 moles of a compound of the formula (IV) to 1 mole of a compound of the 
formula (TAc) in a diluent, for example, DMF, in the presence of potassium carbonate. 

20 The reaction of the above-mentioned preparation process (d) can be conducted in an appropriate 
diluent. As examples of the diluent usable in that case there can be mentioned water; aliphatic, 
alicyclic and aromatic hydrocarbons (may be optionally chlorinated), for example, pentane, hexane, 
cyclohexane, petroleum elher, ligroine, benzene, toluene, xylene, dichloromethane, chloroform, 
carbon tetrachloride, 1 ,2-dichloroethane, chlorobenzene, dichlorobenzene, etc.; ethers, for example, 

25 ethyl ether, methyl ethyl ether, isopropyl ether, butyl ether, dioxane, dimethoxryethane (DME), 
tetrahydrofuran (THF), methylene glycol dimethyl ether (DGM), etc.; ketones, for example, 
acetone, methyl ethyl ketone (MEK), methyl isopropyl ketone, methyl isobutyl ketone (MIBK), 
etc.; nitriles, for example, acetonitrile, propionitrile, acrylonitrile, etc.; alcohols, for example, 
methanol, ethanol, isopropanol, butanol, ethylene glycol, etc.; esters, for example, ethyl acetate, 

30 amyl acetate, etc.; acid amides, for example, dimemylformamide (DMF), diinethylacetamide 
(DMA), N-methylpyrrolidone, l,3-dimemyl-2-imidazolidinone, hexamethylphosphoric triamide 
(HMPA), etc.; sulfones, sulfoxides, for example, dimethyl sulfoxide (DMSO), sulfblane, etc.; bases, 
for example, pyridine etc. 
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The preparation process (d) can be conducted in die presence of an acid binder, and as said acid 
binder there can be mentioned, for example, as inorganic bases, hydrides, hydroxides, carbonates 
and bicarbonates, etc. of alkali metals and alkaline earth metals, for example, sodium hydride, 
lithium hydride, sodium hydrogen carbonate, potassium hydrogen carbonate, sodium carbonate, 

5 potassium carbonate, lithium hydroxide, sodium hydroxide, potassium hydroxide, calcium 
hydroxide, etc.; inorganic alkali metal amides, for example, lithium amide, sodium amide, 
potassium amide, etc.; as organic bases, alcoholates, tertiary amines, dialkylammoanilines and 
pyridines, for example, teiethylamine, 1 JA4-tetramemylemylenediamine (TMEDA), 
N^-dimemylaniline, N^-dieuiylaniline, pyridine, 4-dimemylammopyridine (DMAP), 

10 l,4-<hazabicyclo[2,2,2]octane (DABCO) and l,8-diazabicyclo[5,4,0]undec-7-ene <DBU), etc.; 
organic lithium compounds, for example, methyl lithium, n-butyl lithium, sec-butyl lithium, tert- 
butyl hihium, phenyl utirium, dimethyl copper lithium, lithium diisopropyl amide, lithium 
cyclohexyl isopropyl amide, lithium dicyclohexyl amide, n-butyl lithium • DABCO, n-butyl 
lithium • DBU, n-butyl lithium • TMEDA etc.; organic amine hydrochlorides, for example, pyridine 

15 hydrochloride, triethylamine hydrochloride, etc.; amine sulfonates, for example, pyridine 
p-toluenesulfonate, triethylamine p-toluenesulfonate, etc. 

The preparation process (d) can be conducted in the presence of a catalyst and as example of said 
catalyst there can be mentioned, for example, palladium catalysts such as 
dicMorobis(triphenylphosphine) palladium etc. and metal catalysts such as copper (D iodide etc. 

20 The preparation process (d) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -78 to about 180°C, preferably about -20 to about 
1 20°C. Although said reaction is conducted desirably under normal pressure, it can be conducted 
optionally under elevated pressure or under reduced pressure. 

In conducting the preparation process (d), the aimed compound can be obtained, for example, by 
25 reacting 1.5 to 2.5 moles of a compound of the formula (V) to 1 mole of a compound of the 
formula (IAd) in a diluent, for example, THE, in the presence of triemylamine. 

The reaction of the above-mentioned preparation process (e) can be conducted in an appropriate 
diluent. As examples of the diluent usable in that case mere can be mentioned water, aromatic 
hydrocarbons, for example, benzene, toluene, xylene, etc.; alcohols, for example, methanol, elhanol, 
30 isopropanol, butanol, ethylene glycol, etc.; esters, for example, ethyl acetate, amyl acetate, etc.; 
carboxylic acids, for example, acetic acid etc. 

The preparation process (e) can be conducted in the presence of a catalyst and as said catalyst there 
can be mentioned, for example, palladium carbon etc. 
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The preparation process (e) can be conducted in the presence of an acid binder, and as said acid 
binder there can be mentioned, for example, as inorganic bases, hydrides, hydroxides, carbonates 
and bicarbonates, etc. of alkali metals and alkaline earth metals, for example, sodium hydride, 
lithium hydride, sodium hydrogen carbonate, potassium hydrogen carbonate, sodium carbonate, 
5 potassium carbonate, lithium hydroxide, sodium hydroxide, potassium hydroxide, calcium 
hydroxide, etc. 

The preparation process (e) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -40 to about 180°C, preferably about 0 to about 
140°C. Although said reaction is conducted desirably under normal pressure, it can be conducted 
10 optionally under elevated pressure or under reduced pressure. 

Jn conducting the preparation process (e), the aimed compound can be obtained, for example, by 
reacting a catalytic amount of palladium carbon to 1 mole of a compound of the formula (IAe) im a 
diluent, for example, toluene-ethanol, in the presence of aqueous solution of sodium carbonate and 
in hydrogen atmosphere. 

15 The reaction of the above-mentioned preparation process (f) can be conducted in an appropriate 
diluent As examples of the diluent usable in that case mere can be mentioned water; aliphatic, 
alicyclic and aromatic hydrocarbons (maybe optionally chlorinated), for example, pentane, hexaaie, 
cyclohexane, petroleum ether, ligroine, benzene, toluene, xylene, dichloromethane, chlorobenzeaie, 
dichlorobenzene, etc.; ethers, for example, ethyl ether, methyl ethyl ether, isopropyl ether, bmtyl 

20 ether, dioxane, dimethoxyethane (DME), tetrahydrofuran (THF), methylene glycol dimethyl erlier 
(DGM), etc.; nitriles, for example, acetonitrile, propionitrile, acrylonitrile,, etc. 

The preparation process (f) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -40 to about 200°C, preferably about 0 to about 
180°C. Although said reaction is conducted desirably under normal pressure, it can be conducted 
25 optionally under elevated pressure or under reduced pressure. 

In conducting the preparation process (f), the aimed compound can be obtained, for example, by 
reacting 5 to 20 moles of sodium chlorodifluoroacetate to 1 mole of a compound of the fonnula 
(IAf) at about 180°C in a diluent, for example, diglyme. 

The reaction of the above-mentioned preparation process (g) can be conducted in an appropriate 
30 diluent. As examples of the diluent usable in that case there can be mentioned water; aromatic 
hydrocarbons, for example, benzene, toluene, xylene, etc.; alcohols, for example, methanol, ethanol, 
isopropanol, butanol, ethylene glycol, etc.; esters, for example, ethyl acetate, amyl acetate, etc.; 
acid amides, for example, dimemylformamide (DMF), dimethylacetamide (DMA), 





WO 2005/079798 



PCT7EP2005/001383 



-56- 



N-memylpyrrolidone, l,3-dimethyl-2-imidazolidinone, hexam^thylphosphoric triamide (HMPA), 
etc.; sulfones, sulfoxides, for example, dimethyl sulfoxide (DMSO), sulfolane, etc.; cafboxylic 
acids, for example, acetic acid etc. 

The preparation process (g) can be conducted hi the presence of an appropriate catalyst and as said 
5 catalyst mere can be mentioned, for example, palladium carbon etc. 

The preparation process (g) can be conducted also by using an appropriate metal hydride and as 
said metal hydrides there can be mentioned, for example, sodixmi borohydride, lithium aluminium 



In conducting the preparation process (g), the aimed compound can be obtained, for example, by 
10 reacting a catalytic amount of palladium carbon to 1 mole of a compound of the formula (IAg) in a 
diluent, for example, ethanol, in hydrogen atmosphere. 

The reaction of the first step and the second step of the above-mentioned preparation process (h) 
can be conducted continuously in one pot in an appropriate cliluent. As examples of the diluent 
usable in that case there can be mentioned water; ketones, for example, acetone, methyl ethyl 
15 ketone (MEK), methyl isopropyl ketone, methyl isobutyl ketone (MDBK), etc.; nitriles, for example, 
acetonitrile, propionitrile, etc.; sulfones, sulfoxides, for example, dimethyl sulfoxide (DMSO), 
sulfolane, etc.; carboxylic acids, for example, acetic acid,; mirxeral acids, for example, hydrochloric 
acid, sulfuric acid, etc. 

The preparation process (h) can be conducted in the presence of an acid catalyst and as example of 
20 said acid catalyst there can be mentioned mineral acids, for example, nitric acid, hydrobromic acid, 
etc. 

The preparation process (h) can be conducted in the presence* of a catalyst and as example of such 
catalyst there can be mentioned copper halide compounds, for* example, copper (T) chloride, copper 
(IT) chloride, etc. 

25 The reaction of the first step and the second step of the preparation process (h) can be conducted in 
a substantially wide range of temperature. There can be applied temperatures generally of about 
-40 to about 180°C, preferably about -20 to about 120°C. Although said reaction is conducted 
desirably under normal pressure, it can be conducted optiontally under elevated pressure or under 
reduced pressure. 



hydride, etc. 



30 



In conducting the preparation process (h), the aimed compound can be obtained, for example, by 
reacting 1.2 to 2.5 moles of tert-butyl nitrite to 1 mole of a compound of the formula (IAh) in a 
diluent, for example, acetonitrile, in the presence of copper (XT) chloride. 




WO 2005/079798 PCTYEP2005/001383 

-57- 

The reaction of (he first step of the above-mentioned preparation process (i) can be conducted in an 
appropriate diluent As examples of the diluent usable in that case there can be mentioned aromatic 
hydrocarbons, for example, benzene, toluene, xylene, etc.; acid amides, for example, 
dimethylformamide (DMF), dimethylacetamide (DMA), N-methylpyrrolidone, 
5 l,3-dimemyl-2-imidazolidinone, hexamethylphosphoric triamide (HMPA), etc 

The first step of the preparation process (h) can be conducted in a substantially wide range of 
temperature. There can be applied temperatures generally of about -40 to about 180°C, 
preferably about 0 to about 140°C. Although said reaction is conducted desirably under normal 
pressure, it can be conducted optionally under elevated pressure or under reduced pressure. 

10 Li conducting the first step of the preparation process (i), the aimed compound of the formula (VI) 
can be obtained, for example, by reacting 1.1 to 2.0 moles of dimemylforrnamide dimethylacetal to 
1 mole of a compound of the formula (IAh) in a diluent, for example, DMF. 

The reaction of the second step of the above-mentioned preparation process (i) can also be 
conducted in an appropriate diluent. As examples of the diluent usable in that case there can be 

15 mentioned aliphatic, alicyclic and aromatic hydrocarbons (may be optionally chlorinated), for 
example, pentane, hexane, cyclohexane, petroleum ether, ligroine, benzene, toluene, xylene, 
dichloromethane, chloroform, carbon tetrachloride, 1,2-dichloroethane, chlorobenzene, 
dichlorobenzene, etc.; ethers, for example, ethyl ether, methyl ethyl ether,, isopropyl ether, butyl 
ether, dioxane, dimethoxyethane (DME), tetrahydrofuran (THF), diethylene glycol dimethyl ether 

20 (DGM), etc.; alcohols, for example, methanol, ethanol, isopropanol, butanol, ethylene glycol, etc. 

The second step of the preparation process (i) can be conducted in the presence of an acid binder, 
and as said acid binder there can be mentioned, for example, as inorganic bases, hydrides, 
hydroxides, carbonates and bicarbonates, etc. of alkali metals and alkaline earth metals, for 
example, sodium hydride, lithium hydride* sodium hydrogen carbonate, potassium hydrogen 
25 carbonate, sodium carbonate, potassium carbonate, lithium hydroxide, sodium hydroxide, 
potassium hydroxide, calcium hydroxide, etc.; as organic bases, alcoholates, tertiary amines, 
dialkylaminoanilines and pyridines, for example, triethylamine, 1,1,4,4-tetramethylethylenediamine 
(TMEDA), NJ^-dimethylaniline, N,N-<iiethylaniline, pyridine, 4M3imemylaminopyridine (DMAP), 
l,4-diazabicyclo[2,2,2]octane (DABCO) and l,8-diazabicyclo[5,4,0]undec-7-ene (DBTJ), etc. 

30 The second step of the preparation process (i) can also be conducted in the presence of an acid 
catalyst. As examples of said acid catalyst there can be mentioned organic acids, for example, 
formic acid, acetic acid, trifluoroacetic acid, propionic acid, methanesulfonic acid, benzenesulfonic 
acid, p-toluenesulfonic acid, etc.; organic amine hydrochlorides, for example, pyridine 
hydrochloride, triemylarnine hydrochloride, etc.; amine sulfonates, for example, pyridine 
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p-toluenesulfonate, triethylamine p-toluenesulfonate, etc 

The second step of the preparation process (i) can be conducted in a substantially wide range of 
temperature. There can be applied temperatures generally of about -40 to about 180°C, preferably 
about 0 to about 140°C. Although said reaction is conducted desirably under normal pressure, it can 
5 be conducted optionally under elevated pressure or under reduced pressure. 

In conducting the second step of the preparation process (i), the objective compound can be 
obtained, for example, by reacting 1 .1 to 8.0 moles of the compound of the formula (VH) to 1 mole 
of a compound of the formula (VI) in a diluent, for example, toluene, in the presence of 
triethylamine 

10 In conducting the second step of the preparation process (i), the compound of the formula OA) can 
also be obtained by continuously conducting reactions starting from a compound of the formula 
(IAh) and without isolating and purifying the compound of the formula, (VI) intermediately. 

The reaction of the above-mentioned preparation process (D can be conducted in an appropriate 
diluent. As examples of the diluent usable in that case there can be mentioned aliphatic, alicyclic 

15 and aromatic hydrocarbons (may be optionally chlorinated), for example, pentane, hexane, 
cyclohexane, petroleum ether, ligroine, benzene, toluene, xylene, dichloromethane, chloroform, 
carbon tetrachloride, 1,2-dichloroethane, chlorobenzene, dichlorobenzeme, etc.; ethers, for example, 
ethyl ether, methyl ethyl ether, isopropyl ether, butyl ether, dioxane, dimethoxyethane (DME), 
tetrahydrofuran (THF), diethylene glycol dimethyl ether (DGM), etc.; hases, for example, pyridine 

20 etc. 

The preparation process (j) can be conducted in the presence of an acid binder, and as said acid 
binder there can be mentioned, for example, as organic bases, alcoholates, tertiary amines, 
dlalkylaminoanilines and pyridines, for example, triethylamine, l,l,4,4--tetramethylethylenediarnine 
(TMEDA), N^-dimethylaniline, N^-diethylaniline, pyridine, 4-dimethylarninopyridine (DMAP), 
25 l,4-diazabicyclo[2,2,2]octane (DABCO) and l,8-diazabicyclo[5,4,0]undec-7-ene (DBU), etc. 

The preparation process (j) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -78 to about 180°C, preferably about -20 to about 
120°C. Although said reaction is conducted desirably under normal rpressure, it can be conducted 
optionally under elevated pressure or under reduced pressure. 

30 In conducting the preparation process (j), the aimed compound can "fc>e obtained, for example, by 
reacting 0.8 tol.5 moles of a compound of the formula (VIH) to 1 mole of a compound of the 
formula (IAh) in a diluent, for example, pyridine. 
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The reaction of the above-mentioned preparation process (k) can be conducted in an appropriate 
diluent. As examples of the diluent usable in that case there can be mentioned ethers, for example, 
ethyl ether, methyl ethyl ether, isopropyl ether, butyl ether, dioxane, dimethoxyethane (DME), 
tetrahydroforan (THF), diethylene glycol dimethyl ether (DGM), etc. 

5 The preparation process (k) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -78 to about 180°C, preferably about -20 to about 
120°C. Although said reaction is conducted desirably under normal pressure, it can be conducted 
optionally under elevated pressure or under reduced pressure. 

In conducting the preparation process (k), the aimed compound can be obtained, for example, by 
10 reacting 1.1 to 3.3 moles of a compound of the formula (DC) to 1 mole of a compound of the 
formula (IAk) in a diluent, for example, ethyl ether. 

The reaction of the above-mentioned preparation process (1) can be conducted in an appropriate 
diluent As examples of the diluent usable in that case there can be mentioned water, aliphatic, 
alicyclic and aromatic hydrocarbons (may be optionally chlorinated), for example, pentane, hexane, 
15 cyclohexane, petroleum ether, ligroine, benzene, toluene, xylene, dichloromethane, chloroform, 
carbon tetrachloride, 1,2-dicWoroethane, chlorobenzene, dichlorobenzene, etc.; ethers, for example, 
ethyl ether, methyl ethyl ether, isopropyl ether, butyl ether, dioxane, dimethoxyethane (DME), 
teti^ydrofuran <THF), diethylene glycol dimethyl ether (DGM), etc.; alcohols, for example, 
methanol, ethanol, isopropanol, butanol, ethylene glycol, etc 

20 The preparation process (1) can be conducted in the presence of an acid binder, and as said acid 
binder there can be mentioned, for example, as inorganic bases, hydrides, hydroxides, carbonates 
and bicarbonates, etc. of alkali metals and alkaline earth metals, for example, sodium hydride, 
lithium hydride, sodium hydrogen carbonate, potassium hydrogen carbonate, sodium carbonate, 
potassium carbonate, Hthium hydroxide, sodium hydroxide, potassium hydroxide, calcium 

25 hydroxide, etc.; as organic bases, alcoholates, tertiary amines, dialkylaminoanilines and pyridines, 
for example, triethylamine, 1,1,4,4-tetramethylethylenediamine (TMEDA), N,N-dimethylaniline, 
N,N-diethylaniline, pyridine, 4-dime%laminopyridine (DMAP), l,4-diazabicyclo[2^,2]octane 
(DABCO) and l,8-diazabicyclo[5,4,0]undec-7-ene (DBU), etc. 

The preparation process (1) can also be conducted in the presence of an acid catalyst. As 
30 examples of said acid catalyst there can be mentioned p-toluenesulfonic acid, etc.; organic 
aminesalts, for example, pyridine p-toluenesulfonate etc. 



The preparation process (1) can be conducted in a substantially wide range of temperature. There 
can be applied temperatures generally of about -78 to about 180°C, preferably about -20 to about 
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120°C. Although said reaction is conducted desirably under normal pressure, it can be conducted 
optionally under elevated pressure or under reduced pressure. 

In conducting the preparation process (1), the objective compound can be obtained, for example, by 
reacting 1.1 to 8.0 moles of a compound of tike formula (X) to 1 mole of a compound of the 
5 formula (IA1) in a diluent, for example, ethanol, in the presence of sodium hydrogen carbonate. 

The reaction of the above-mentioned preparation process (m) can be conducted in an appropriate 
diluent As examples of the diluent usable in that case there can be mentioned water; aliphatic, 
alicyclic and aromatic hydrocarbons (may be optionally chlorinated), for example, pentane, hexane, 
cyclohexane, petroleum ether, ligroine, benzene, toluene, xylene, dichloromethane, chloroform, 
10 carbon tetrachloride, 1,2-dichloroethane, chlorobenzene, dichlorobenzene, etc.; ethers, for example, 
ethyl ether, methyl ethyl ether, isopropyl ether, butyl ether, dioxane, dimethoxyethane (DME), 
tetrahydrofuran (THF), diethylene glycol dimethyl ether (DGM), etc.; alcohols, for example, 
methanol, ethanol, isopropanol, butanol, ethylene glycol, etc. 

The preparation process (m) can be conducted in the presence of an acid binder, and as said acid 
15 binder there can be mentioned, for example, as inorganic bases, hydrides, hydroxides, carbonates 
and bicarbonates, etc. of alkali metals and alkaline earth metals, for example, sodium hydride, 
lithium hydride, sodium hydrogen carbonate, potassium hydrogen carbonate, sodium carbonate, 
potassium carbonate, lithium hydroxide, sodium hydroxide, potassium hydroxide, calcium 
hydroxide, etc.; as organic bases, alcoholates, tertiary amines, dialkylarninoanilines and pyridines, 
20 for example, triethylamine, 

1,1,4,4-tetramethylethylenediamine (TMEDA), N,N-<fcmethylaniline, N,N-diethylaniline, 
pyridine, 4-dimethylaminopyridine (DMAP), l,4-diazabicyclo[2,2,2]octane (DABCO) 
andl,8-diazabicyclo[5,4,0]undec-7-ene (DBU), etc. 

The preparation process (m) can also be conducted in the presence of an acid catalyst. As 
25 examples of said acid catalyst there can be mentioned organic acids, for example, formic acid, 
acetic acid, triQuoroacetic acid, propionic acid, methanesulfonic acid, benzenesulfonic acid, 
p-toluenesulfonic acid, etc.; organic amine hydrochlorides, for example, pyridine hydrochloride, 
triethylamine hydrochloride, etc.; amine sulfonates, for example, pyridine p-toluenesulfonate, 
triethylamine p-toluenesulfonate, etc. 

30 In conducting the preparation process (m), the aimed compound can be obtained, for example, by 
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reacting 1.1 to 8.0 moles of a compound of the formula (XT) to 1 mole of a compound of the 
formula (lAk) in a diluent, for example, toluene in the presence of triemylamine. 

The active component compounds of the formula 00 of the present invention show a strong 
fungicidal and bactericidal action and in fact, they can be used to control undesirable plant 
5 pathogens. 

The active component compounds of the formula (I) of the present invention can be used generally 
as fungicidal and bacteriacidal agents against various plant diseases by Plasmodiophoroinycetes, 
Oomycetes, Zygomycetes, Ascomycetes, Basidiomycetes and Deuteromycetes. 

According to the present invention the active component compounds of the formula (E) show 
10 excellent controlling effect particularly against such plant pathogens as Sphaerotheca foliginea, 
Gibberella fujikuroi, Alternaria mali, Pyricularia oryzae, Phytophthora infestans, CochLiobolus 
miyabeanus, Botrytis cinerea, etc. 

The active component compounds of the formula (I) of the present invention show good 
compatibility to plants at the concentration of the active compound necessary to control plant 
15 pathogens and, in case of using, chemical treatment of aboveground parts of plant, cJienrical 
treatment of stocks and seeds, and soil treatment are possible. 

The active component compounds of the formula (T) of the present invention can be used firxther, in 
the protection of various materials, to protect them from infection and destruction by undesirable 
microorganisms. 

20 The materials in the present specification are understood to mean inanimate objects manufactured 
to be widely used. 

As the materials to be able to be protected by the active compounds of the present invention from 
changes or destruction by attack of microorganisms they can be, for example, adhesive s, sizes, 
paper and cardboard, textiles, leather, wood, (synthetic) paints, cooling lubricants, heat exchange 
25 liquid and other materials that can be infected and destructed by microorganisms, amon^g which 
wood is particularly favorable. In the scope of materials to be protected there can be included a 
part of a manufacturing plant, for example, a cooling water circuit that can be damaged by 
proliferation of microorganisms. 

As examples of the microorganisms that cause deterioration or changes of materials there can be 
30 mentioned bacteria, molds, yeasts, algae, slime organisms, etc. The active compound-s of the 
formula (T) of the present invention show actions preferably against molds, molds that discolor 
wood and/or destruct wood (Basidiomycetes). 
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As controlling objects, microorganisms of the following genera can be mentioned as examples: 

Alternaria, for example, Altemaria tenuis; 

Aspergillus, for example, Aspergillus niger; 

Chaetomium, for example, Chaetomium globosum; 
5 Coniophora, for example, Coniophora puetana; 

Lentinus, for example, Lentinus tigrinus; 

Penicillium, for example, Penicillium glaucum; 

Polyporus, for example, Polyporus versicolor; 

Aureobasidium, for example, Aureobasidium pullulans; 
10 Sclerophoma, for example, Sclerophoma pityophila; 

Trichoderma, for example, Trichoderma viride. 

Moreover, the active component compounds of the formula (I) of the present invention are low 
toxic against warm-blooded animals and can be used safely. 

The active component compounds of the formula (I), according to the present invention, can be 
15 made into customary formulation forms, in case that they are used as agricultural chemicals. As 
formulation forms there can be mentioned, for example, solutions, wettable powders, emulsions, 
suspensions, powders, foaming agents, pastes, tablets, granules, aerosols, active compound- 
impregnated natural and synthetic substances, microcapsules, seed coating agents, UL.V [cold mist, 
warm mist], etc. 

20 These formulations can be prepared according to per se known methods, for example, by mixing 
the active compounds wilh extenders, namely liquid diluents, solid diluents or carriers, and 
optionally with surface-active agents, namely emulsifiers and/or dispersants and/or foam-forming 
agents 

As liquid diluents or carriers there can be mentioned, for example, aromatic hydrocarbons (for 
25 example, xylene, toluene, alkylnaphthalene, etc.), chlorinated aromatic or chlorinated aliphatic 
hydrocarbons (for example, chlorobenzenes, ethylene chlorides, methylene chloride, etc.), aliphatic 
hydrocarbons [for example, cyclohexane etc. or paraffins (for example, mineral oil fractions etc.)], 
alcohols (for example, butanol, glycols etc.) and their ethers, esters, etc., ketones (for example, 
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acetone, methyl ethyl ketone, methyl isobutyl ketone or cyclohexanone, etc.), strongly polar 
solvents (for example, dimethylformamide, dimethyl sulfoxide, etc.), water, etc. Li case of using 
water as extender, for example, organic solvents can be used as auxiliary solvents. 

As solid diluents there can be mentioned, for example, ground natural minerals (for example, 
5 kaolin, clay, talc, chalk, quartz, attapulgite, montmorillonite or diatomaceous earth, etc.), ground 
synthetic minerals (for example, highly dispersed silicic acid, alumina, silicates, etc.). 

As solid carriers for granules there can be mentioned, for example, crushed and fractionated rocks 
(for example, calcite, marble, pumice, sepiolite, dolomite, etc.) synthetic granules of inorganic and 
organic meals, particles of organic materials (for example, saw dust, coconut shells, maize cobs, 
10 tobacco stalks, etc.), etc. 

As emulsifiers and/or foam-forming agents there can be mentioned, for example, nonionic and 
anionic emulsifiers [for example, polyoxyethylene fatty acid esters, polyoxyethylene fatty acid 
alcohol ethers (for example, alkylaryl polyglycol ethers, alkylsulfonates, alkylsulfates, 
arylsulfonates, etc.)], albumin hydrolysis products, etc. 

1 5 Dispersants include, for example, lignin sulfite waste liquor, methyl cellulose, etc. * 

Tackifiers can also be used in preparations (powders, granules, emulsifiable concentrates). As the 
tackifiers usable in that case there can be mentioned, for example, carboxymethyl cellulose, natural 
and synthetic polymers (for example, gum Arabic, polyvinyl alcohol, polyvinyl acetate, etc.). 

Colorants can also be used. As said colorants there can be mentioned inorganic pigments (for 
20 example, iron oxide, titanium oxide, Prussian Blue, etc,), organic dyestuffs such as alizarin 
dyestuffs, azo dyestuffs or metal phthalocyanine dyestuffs, and further traces nutrients such as iron, 
manganese, boron, copper, cobalt, molybdenum, zinc and salts of such metals. 

Said formulations can contain the active component compounds of the formula (I) of the present 
invention at the concentration in the range of generally 0.1 to 95 % by weight, preferably 0.5 to 
25 90% by weight. 

The active component compounds of the formula (I), according to the present invention can exist, 
in the above-mentioned formulations or various application forms, together with other known 
active compounds, for example, germicides (fungicides, bactericides), insecticides, miticides, 
nematicides, herbicides, bird repellents, growth regulators, fertilizers and/or soil improvement 
30 agents. 

The active component compounds of the formula 0), according to the present invention can be 
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used directly as they are or used in such a form as ready-to use solutions, emulsifiable concentrates, 
suspensions, powders, tablets, pastes, microcapsules, granules, etc., or used in application forms 
prepared by further dilution, when they are practically used. And the active component 
compounds of the formula (T), according to the present invention can be applied in a usual way, for 
5 example, watering, soaking, spraying, atomizing, misting, drenching, suspension formation, 
painting, dusting, seed dressing, etc. 

In case of treating each part of the plant, the concentration of the active component compounds in 
the actual application form can be varied in a substantial range and can be in the range of generally 
0.0001 to 1% by weight, preferably 0.001 to 0.5% by weight 

10 In case of seed treatment, the active component compounds, according to the present invention can 
be used in the range of generally 0.001 to 50g, preferably 0.01 to lOg per 1kg of seeds. 

In case of soil treatment, the active component compounds, according to the present invention can 
be used in the range of concentration of generally 0.00001 to 0.1% by weight, particularly 0.0001 
to 0.02% by weight at the application point 

15 Then the present invention is described more specifically by Examples. The present invention, 
however, should not be restricted to them in any way. 
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Svnthesis Example 1 




5-Benzyl^,6-dicWoropyrimio^e (960mg, 4.0mmmol) was dissolved in tetrahydrofuran (20ml), to 
which then pyrrolidine (660ul, 8.0mmol) and triethylamine (1 2ml, 8.6mmol) were added and the 
5 mixture was refluxed for 3 hours. After finishing the reaction, the precipitation was removed and 
the filtrate was concentrated under reduced pressure. The residue was purified by flush column 
chromatography (eluent n-hexane: ethyl acetate = 4:1) to obtain 5-ben- 
zyl-4-chloro-6-pyrrolidin-l -yl-pyrimidine (1.05g). 

! H NMR (CDC1 3 , 300MHz) 8 1.80-1 .85 (4H, m), 3.54-3.58 (4H, m), 

10 4.27 (2H, s), 7.082H, d, J=6.9H, z), 7.21-7.31 (3H, m), 8.31 (1H, s). 



Synthesis Example 2 




5-BenzyM,6-dichloro-2-memylthiopyriniid^ (l-14g, 4.0mmol) was dissolved in tetrahydrofuran 
15 (20ml), to which then pyrrolidine (660jil, 8.0mmol) and triethylamine (1.2ml, 8.6mmol) were 
added and the mixture was refluxed for 3 hours. After finishing the reaction, the precipitation was 
removed and the filtrate was concentrated under reduced pressure. The residue was purified by 
flush column chromatography (eluent n-hexane: ethyl acetate = 4:1) to obtain 
5-benzyl-4-cMoro-2-methyto^ 



20 mp 97-99°C. 
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Synthesis Example 3 




5-Ben^l^hloro-2-methyltio-6-pyn:oUdin-yl-pyrimidine (1.9g, 6mmol) was dissolved in 30ml of 
dichloromethane, io which m-chloropeibenzoic acid (3g, 12mmol) was added under ice cooling 

5 and the mixture was stirred at room temperature for 1 hour. After finishing the reaction, an 
aqueous solution of sodium thiosulfete was added thereto and the precipitation was filtered off. 
Then the reaction solution was washed with an aqueous solution of sodium hydrogen carbonate and 
a saturated aqueous solution of sodium chloride and the solvent was removed under reduced 
pressure. The residue was purified by flush column chromatography (eluent n-hexane: ethyl 

10 acetate = 4:1) to obtain 2.0g of 5-ben^l^Woro-2-methanesulfonyl-6-pyiTolidm-l-yl^ 

mp 136-138°C. 



Synthesis Example 4 




15 4-CUoro-5-(3-fluorobenzyl)-6-pyrroH^ (370mg, 1.3mmol) was dissolved in 

teh^ydrofuran (20ml), to which 28% methanol solution of sodium methoxide (370mg, 1.9mmol) 
was added dropwise at room temperature and the mixture was stirred at room temperature for 2 
hours. After finishing the reaction, the reaction solution was poured into ice water and 
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extracted with ethyl acetate. The organic layer was dried with anhydrous magnesium sulfate, the 
solvent was distilled off under reduced pressure and the obtained crude product was purified by 
silica gel column chromatography (eluent n-hexane: ethyl acetate « 5:1 (v/v)) to obtain 
5-(3-fluoroben2yl)-4-memoxy^^ (0.3g). 

5 mp 74-76°C. 

Synthesis Example 5 



5-Benzyl-4-cMoro-2-methanesulfOT (500mg, 1.42mmol) was 

dissolved in N,N~dimemylforniaiiride (50ml), to which potassium carbonate (390mg, 2.8mmol) and 
10 pyrazole (145mg, 2.1mmol) were added and the mixture was stirred at 50°C for 3 hours. After 
finishing the reaction, the reaction solution was poured into water and extracted with ethyl acetate. 
The solvent was distilled off under reduced pressure and the residue was purified by flush column 
chromatography (eluent n-hexane: ethyl acetate = 4:1) to obtain 5-benzyl-4-chloro-2-pyra- 
zol-l-yl-pyrimidine (400mg). 

15 mp 149-151°C. 

Synthesis Example 6 



4-CMoro-5-(3-fluorobeiizyl)-6-py^ (500mg, 1.7mmol) was dissolved in 

toluene (7ml) and ethanol (5ml), to which an aqueous 

20 solution prepared by dissolving sodium carbonate (O.lg) in water (1ml) was added. Further, 5% 
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palladium carbon (0.15g) was added thereto and the mixture was contacted with hydrogen gas at 
room temperature for 1 hour. After finishing the reaction, the catalyst was filtered off, and the 
filtrate was separated by adding chloroform and water. The organic layer was dried with 
anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure and the obtained 
5 crude product was purified by silica gel column chromatography (eluent hexane: ethyl acetate = 5:1 
(v/v)) to obtain 5-(3-fluoroben2yl)^pyiTolidm-l-yl-pyrirnidm (0.35g). 

mp51-54°C. 

Specific examples of the compounds obtained in the same manner to the above-mentioned 
Synthesis Examples 1-6 are shown, together with the compounds synthesized in Synthesis 
10 Examples 1-6, in the following Tables 1-3, and their physical and chemical properties are shown in 
Table 4. 

Li the compounds of the formula (IA) of the present invention, examples of the compounds in case 
that they represent the formula 




15 are shown in Tabel 1 , examples of the of the compounds in case that they represent the formula 




are shown in Table 1, examples of the compounds in case that they represent the formula 
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are shown in Table 3. 

Jh Table 1, Table 2 and Table 3, Ph represents phenyl and Naph represents naphthyl. 
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Table 4 



No. 


m t» or 

ill* \ / \jx 

nD20 




1-33 


* 2 


1-5 


* 1 




1-36 


87—90*0 


1-6 


1,6119 




1-37 


88—89*0 


1-11 


1,6050 




1-38 


1,6388 


1-12 


95— 98*0 




1-39 


1,5907 


1-13 


1,5639 




1-40 


90-940 


1-14 


1,5914 




1-41 


83— 850 


1-15 


1,6112 




1-42 


112-115*0 


1-21 


1,6140 




1-45 


106—107*0 


1-22 


1,6150 




1-46 


123—124*0 


1-25 


1,5950 




1-56 


* 3 


1-30 


144— 147*0 




1-57 


* 4 


1-31 


165*0 




1-61 


97-98*C 


1-32 


166— i6rc 




1-62 


137—139*0 



1-68 


108 — 109T/ 


1-69 


97—98*0 


1-73 


119—120*0 


1-85 


86—89*0 


1-87 


99—100*0 


1-93 


51—52*0 


1-102 


51— 54*0 


1-104 


1,5935 


1-108 


74—76*0 


1-117 


1,6027 


1-121 


111—112*0 


1-165 


97 — 99 "C 


1-175 


136—138*0 


1-235 


98—99*0 
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1-238 


128— 130*0 




1-574 


52-54*0 


1-303 


169-170*0 




1-575 


68-71*0 


1-304 


206-207*0 




1-579 


* 5 


1-311 


183-184*0 




1-580 


1,6088 


1-435 


158 — 160*0 




l-OOO 


a coon 


1-506 


1,5915 




1-587 


103—105*0 


1-507 


73— 74*C 




1-591 


82—83*0 


1-522 


1,5765 




1-629 


1,5923 


1-523 


1,5825 




1-631 


1,5682 


1-524 


1,5850 




1-651 


129-130*0 


1-532 


82— 83*0 




1-714 


156*0 


1-543 


66— 68*0 




1-715 


134-135*0 


1-550 


1,5962 




1-722 


132-134*0 


1-563 


97— 98*0 . 




1-1045 


118—119*0 


1-564 


82—85*0 




1-1309 


92—93*0 



1-1429 


153—155*0 


1-1693 


149-151*0 
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*1: 1H NMR(CDC13, 300MHz)8 1.8<M.85(4H, m), 3.54-3.58(4H, m), 

4.278(2H,s), 7.082H, d, J=6.9Hz), 7.21-7.31 (3H,m), 8.31, 831(1H, s). 
*2: 1H NMR(CDC13, 300MHz)5 4.34(2H,S), 4.43(4H,S), 5.76(2H,S), 7.07(2H,d), 

7.21-7.3 l(3H,m), 8.34(1H,S). 
5 *3: lHNMR(CDC13,300MHz)8 1.77-1.85(4H,m), 3.51-3.56(4H,m), 4.24(2H,s), 

6.76-6.93(3H,m), 7.22-7.29(lH,m), 8.30(lH,s). 
*4: 1H NMR(CDC13, 300MHz)5 1.83-1 .87(4H,m), 3.52-3.57(4H,m), 4.24(2H,s), 

6.94-7.25(4H^n), 8.32(lK,s). 
*5: 1HNMR(CDCB, 300MHz)8 1.59-1.65(6Hpm), 3.29-3.31(4H,m), 4.12(2H,s), 
10 7.29-7.48(4H^n), 8.46(lH,s). 

Synthesis Example 7 (Synthesis of an intermediate) 



To a suspension of formamidine acetate (46g, 0.44mol) and ethanol (300ml), 28% methanol 
15 solution of sodium methoxide (250g, 1.3 mol) was added under ice cooling and, after stirring the 
mixture for 1 hour under continuous ice cooling diethyl benzylrnalonate (lOOg, 0.4mol) was added 
thereto. After stirring the mixture for 2 hours under ice cooling and for 19 hours at room 
temperature and then refluxed for 4 hours. After finishing the reaction, the precipitation, formed 
by adding concentrated hydrochloric acid (130g) under ice cooling, was filtered, washed with 
20 ethanol and then with diethyl ether, and dried in a desiccator to obtain 5-benzyl-lH-purirni- 
dine-4,6-dione (145g) which was used in the next reaction without purification. 



First step 





To 5^enzyl-lH-pyrinndine-4,6-dione (145g), phosphorus oxychloride (300ml) and dichloroefhane 
(206ml) were added and the mixture was refluxed for 3 hours. After finishing the reaction, the 
5 solvent and an excess of phosphorus oxychloride were removed under reduced pressure. After 
adding ice water and dichloromethane to the reaction mixture, the precipitation was removed and 
the filtrate was extracted with dichloromethane. The dichloromethane layer was dried with 
anhydrous magnesium sulfate, and filtered with a glass filter, filled with silica gel, by using ethyl 
acetate. The filtrate was concentrated under reduced pressure and the obtained crude product was 
10 dissolved in ethanol, to which ice water was added, and the formed precipitation was filtered, 
washed with water and then with diethyl ether, and dried in a desiccator to obtain 5-benzyl-4,6~di- 
cWoropyrirnidine (51.8g) 

mp 91-92°C. 

Synthesis Example 8 (Synthesis of an intermediated 
15 First step 



NH -HCI 




Ethyl 2-pyridylimidate (45g, 0.3 mol) and ammonium chloride (19.3g, 0.36 mol) were suspended 
in ethanol (150ml) and the mixture was refluxed for 4 hours. AJfter finishing the reaction, the 
reaction solution was concentrated to about 1/3 of the volume under reduced pressure. The 
20 precipitation, formed by adding diethyl ether (100ml) thereto, was filtered, washed with diethyl 
ether and men with acetone, and dried in a desiccator to obtain 2-amidinopyridine hydrochloride 
(42.15g). 
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Second step 




To a suspension of 2-amidinopyridine hydrochloride (25g, O.lmol) and 

ethanol, 28% methanol solution of sodium methoxi.de (60g, 0.31 mol) was added under ice cooling 
5 and, after stirring the mixture for 15 minutes under continuous ice cooling, diethyl benzylmalonate 
(lOOg, 0.4mol) was added thereto. After stiiring the mixture for 1 .5 hours under ice cooling and 
for 1 hour at room temperature, it was refluxed for 4 hours. After finishing the reaction, the 
precipitation, formed by adding concentrated hydrochloric acid (32g) under ice cooling, was 
filtered, washed with ethanol and then with diethyl ether, and dried in a desiccator to obtain 
10 5-benzyl-2-pyridm-2-yl-lH~pyrimidine-4,6-dione hydrochloride (38.7g) which was used in the 
next reaction without purification. 

Third step 




To 5-benzyl-2-pyridin-2-yl-lH-pyrimidine-4 3 6-dione hydrochloride (38. 7g), phosphorus 
15 oxychloride (200ml) was added and the mixture was refluxed for 3 hours. After finishing the 
reaction, an excess of phosphorus oxychloride was removed under reduced pressure. After adding 
ice water and dichloromethane to the reaction mixture, the precipitation was removed and the 
filtrate was extracted with dichloromethane. The dichloromethane layer was dxied with anhydrous 
magnesium sulfate, and filtered with a glass filter, filled with silica gel, by using ethyl acetate. The 
20 filtrate was concentrated under reduced pressure and the obtained product was dried in a desiccator 
to obtain 5-ber^lA6^chloro-2-pyri 05.8g) which was used in the next 

reaction without purification. 
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mp 96-97°C. 



Synthesis Example 9 (Synthesis of an intermediate) 



First step 




SH 



5 To a suspension of thiourea (25g, O.lmol) and efhanol (300ml), 28% methanol solution of sodium 
methoxide (58g, 0.3 mol) and diethyl benzylmalonate (25g, O.lmol) were added under ice cooling 
and, after stirring for 1 hour at room temperature, the mixture was refluxed for 4 hours. After 
finishing the reaction, the precipitation, formed by acidifying the mixture through addition of 
concentrated hydrochloric acid under ice cooling, was filtered, washed with ethanol and then with 
10 diethyl ether, and dried in a desiccator to obtain 5-beri2yl-2-mercaptopyr^ (23g) 
which was used in the next reaction without ^purification. 



15 To a solution of 5-ben2yl-2-mercaptopyrim (23g, O.lmol) in methanol (300ml), 

28% methanol solution of sodium methoxide (29g, 0.15 mol) was added dropwise under ice 
cooling. Then methyl iodide (7.5ml, OJ^mol) was added to the mixture, which was stined at 
room temperature for 1 hour. After finishing the reaction, the reaction solution was poured into 
ice water, acidified with hydrochloric acid, and the formed crystals were filtered and dried in a 

20 desiccator to obtain 5-ben2yl-2-methylthiop3rirrudine-4,6-dion (24.8g). 



Second step 




*3 
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Third step 




10 



To 5-benzyl-2-ffiethyllMopyrimidiiie-4,6-dione (24.8g), phosphorusoxychloride (200ml) was added 
and the mixture was refluxed for 3 hours. After finishing the reaction, an excess of phosphorus 
oxychloride was removed under reduced pressure. After adding ice water and dichloromethane to 

t ,. & r „„ii r.r^^tatinn was removed and the filtrate was extracted with 

dichloromethane. The dichloromethane layer was dried with anhydrous magnesium sulfate, and 
filtered with a glass filter, filled with silica gel, by using ethyl acetate. The filtrate was 
concentrated under reduced pressure and the obtained product was dried in a desiccator to obtain 
S-benzylAe-mchlo^-memyltmopyrmridine (20.2g) which was used in further reaction without 
purification. 

Synthesis Ex am ple 10 (Sy nthesis of an intermediate! 




To pyrazmecarbonitrile (11.7g, O.llmol), 28% methanol solution of sodium methoxide (2.0g, 
15 lOmmol) was added and the mixture was refluxed for 4 hours and, after adding ammonium 
chloride (6.4g, 0.12mol), for further 6 hours. After finishing the reaction, the precipitation, 
formed by adding diethyl ether (50ml) to the mixture, was filtered, washed with diethyl ether and 
then with acetone, and dried in a desiccator to obtain amidinopyrazine hydrochloride (17.2g), 
which was used in further reaction without purification. 
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S ynthesis Example 11 (Synthesis of an intermedia te) 



OCH 2 CH. 



3 



3-Fluorobenzyl bromide (18.9, O.lmol), dielhyl malonate (120ml, 0.8mol) and potassium carbonate 
(30g, 0.22mol) were suspended in acetone (60ml) and stirred at room temperature for 10 hours. 
After finishing the reaction, the precipitation was filtered and washed with acetone. The solvent 
and an excess of diethyl, malonate were removed- under reduced pressure and the residue was 
purified by flush column chromatography (ehxent n-hexane: ethyl acetate = 4:1) to obtain 
diethyl 3-fluorobenzylmalonate (23.6g), which was used in further reaction without purification. 
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Test Example 1 : Test for effect of foliage application against Pyricularia oryzae 
Preparation of testing compound 
Active compound: 5 parts by weight 
5 Organic solvent: Acetone 142.5 parts by weigjit 

Emulsifier: Polyoxyethylene alkyl phenyl ether 7.5 parts by weight 

The above-mentioned active compound, acetone and emulsifier were mixed, diluted to a prescribed 
concentration with water and used for test. 



1 0 Paddy rice (variety: KOSfflfflKARI) was cultivated in a plastic pot of 4cm diameter. At its 1 .5-2 
leaf stage a previously prepared diluted solution of an active compound of the prescribed 
concentration was sprayed in an amount of 6ml per 3 pots. One day after spraying, a suspension 
of spores of artificially cultured Pyricularia oryzae was inoculated by spraying (once) and infected 
in keeping at 25°C and 100% relative humidity. Seven days after the inoculation, the contraction 

15 rate per pot was classified and evaluated to obtain the controlling value (%). Phytotoxicity was 
also studied at the same time. This test is an average of the results of 1 section 3 pots. 

Evaluation of contraction rate and calculation method of controlling value are as follows 

Contraction rate Lesion area ratio (%) 



Test method 



0 



20 



0.5 



less than 2 



1 



2-less than 5 



2 



5-less than 10 



10-less than 20 



4 



20-less than 40 



25 



5 



more than 40 



Controlling value (%) - (1 - {contraction rate of treated section ■*■ contraction rate of untreated 
section}) x 100 
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Test results 

Compounds of the compound numbers 1-5, 1-11, 1-14, 1-15, 1-16, 1-17, 1-22, 1-33, 1-36, 1-37, 
1-45, 1-56, 1-57, 1-68, 1-86, 1-87, 1-102 and 1-238 showed controlling values of more than 80% at 
the chemical concentration (500 ppm). No phytotoxicity was observed. 

Test Example 2: Test for effect of foliage application against Sphaexotheca fuliginea 

Test method 

Cucumber (variety: SAGAMI HANPAKU) was cultivated in a plastic pot of 4cm diameter. A 
diluted solution of an active compound of the prescribed concentration, prepared in a similar 
manner as in the above-mentioned Test Example 1, was sprayed to seedlings reached to cotyledon 
in an amount of 6ml per 3 pots. One day after the spraying, a suspension of spores, prepared by 
washing spores of Spbaerotheca fuliginea taken from previously infected cucumber into distilled 
water, was inoculated to the plant to be treated by spraying (once) and infected in a green house. 
Seven days after the inoculation, the contraction rate per pot was classified and evaluated to obtain 
the controlling value (%). Phytotoxicity was also studied at the same time. This test is an 
average of the results of 1 section 3 pots. 

Evaluation of contraction rate and calculation method of controlling value are as follows 
Contraction rate Lesion area ratio (%) 



0 


0 


0.5 


less man 2 


1 


2-less than 5 


2 


5-less than 10 


3 


10-lessthan20 


4 


20-less than 40 


5 


more than 40 



Controlling value (%) = (1 - {contraction rate of treated section contraction rate of untreated 
section}) x 100 

Test results 

Compounds of the compound numbers 1-5, 1-6, 1-11, 1-14, 1-15, 1-16, 1-17, 1-46, 1-56, 1-57, 1-68, 
1-86 and 1-87 showed controlling values of more than 80% at the chemical concentration (500 
ppm). No phytotoxicity was observed. 



WO 2005/079798 



-154- 



PCT/EP2005/001383 



Test Example 3 : Test for effect of foliage application against Phytophthora infestans 
Test method 

Tomato (variety: REGDSTA) was cultivated in a plastic pot of 4cm diameter. A c3iluted solution of 
an active compound of the prescribed concentration, prepared in a similar manner as in the 
above-mentioned Test Example 1, was sprayed to seedlings reached to 2-3 leaf stage in an amount 
of 6ml per 3 pots. One day after die spraying, a suspension of zoosporangia, prepared by washing 
zoosporangia of Phytophthora infestans formed on the lesion of the previously injected tomato into 
distilled water by using a brush, was inoculated to the plant to be treated by spiaying (once) and 
infected in keeping at 20°C and 100% relative humidity. Four days after the inoculation, the 
contraction rate per pot was classified and evaluated to obtain the controlling value (%). 
Phytotoxicity was studied at the same time. This test is an average of the results of 1 section 3 
pots. 

Evaluation of contraction rate and calculation method of controlling value are as follows 
Contraction rate Lesion area ratio (%) 



0 


0 


0.5 


less than 2 


1 


2-less than 5 


2 


54ess than 10 


3 


10-less than 20 


4 


20-less than 40 


5 


more than 40 



Controlling value (%) = (1 - {contraction rate of treated section + contraction rate of untreated 
section}) x 100 

Test results 

Compounds of the compound numbers 1-5, 1-165 and 1-238 showed controlHng values of more 
than 80% at the chemical concentration (500 ppm). No phytotoxicity was observed. 



WO 2005/079798 



- 155- 



PCT/EP2005/001383 



Test Example 4 : Test for effect of foliage application against Alternaria mali 
Test method 

A nursery stock (variety: OREGON SUPER DELICIOUS) was cultivated in a plastic pot of 
30cm diameter and its leaves, which had reached at perfect extension stage, were detached from the 
5 petiole, were cultivated under hydroponic condition by using a water-holding carrier. After mat, a 
diluted solution of an active compound of the prescribed concentration, prepared in a similar 
manner as in the above-mentioned Test Example 1, was sprayed to the leaves in an amount of 6ml 
per 3 leaves. One day after the spraying, a suspension of spores of artificially cultured Alternaria 
mali was inoculated to the leaves by spraying (once) and infected by transferring them into a 
10 moisturizing box and keeping at 20°C. Four days after the inoculation, the contraction rate per 
pot was classified and evaluated according to the following standard and the controlling value (%) 
was obtained. Phytotoxicity was also studied at the same time. This test is an average of the 
results of 1 section 3 leaves. 

Evaluation of contraction rate and calculation method of controlling value are as follows 

1 5 Contraction rate Lesion area ratio (%) 



0 


0 


0.5 


less than 2 


1 


2-less than 5 


2 


5-less than 10 


3 


10-lessthan20 


4 


20-less than 40 


5 


more than 40 



Controlling value (%) = (1 - {contraction rate of treated section contraction rate of untreated 
section}) x 100 

25 Test results 

Compounds of the compound numbers 1-5, 1-14, 1-33, 1-36, 1-41, 1-42, 1-46, 1-56, 1*102, 1-121, 
1-304, 1-311, 1-435, 1-520 and 1-523 showed controlling values of more than 80% at the chemical 
concentration (500 ppm). No phytotoxicity was observed. 
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Formulation Example 1 (Granule) 

To a mixture of the compound of the present invention No. 1-5 (10 parts), beantonite 
(montmorillonite) (30 parts), talc (58 parts) and ligninsulfonate salt (2 parts), water (25 parts) is 
added, well kneaded, made into granules of 10-40 mesh by an extrusion granulator and dried at 
40-50°C to obtain granules. 

Formulation Example 2 (Granules) 

Clay mineral particles having particle size distribution in the range of 0.2-2mm 

(95 parts) are put in a rotary mixer. While rotating it, the compound of the present invention No. 
1-56 (5 parts) are sprayed together with a liquid diluent, wetted uniformly and dried at 4O-S0°C to 
obtain granules. 

Formulation Example 3 (Emulsifiable concentrate) 

The compound of the present invention No. 1-57 (30 parts), xylene (55 parts), polyoxye*hylene 
alkyl phenyl ether (8 parts) and calcium alkylbenzenesulfonate (7 parts) are mixed and stirred to 
obtain an emulsifiable concentrate. 

Formulation Example 4 (Wettable powder) 

The compound of the present invention No. 1-238 (15 parts), a mixture of white carbon (hiydrous 
amorphous silicon oxide fine powder) and powder clay (1:5) (80 parts), sodium 
alkylbenzenesulfonate (2 parts) and sodium alkylnaphmalenesulfonate-formalin-conden sate (3 
parts) are crushed and mixed to make a wettable powder. 

Formulation Example 5 (Water dispersible granule) 

The compound of the present invention No. 1-14 (20 parts), sodium ligninsulfonate (30 parts), 
bentonite (15 parts) and calcined diatomaceous earth powder (35 parts) are well mixed, adcLed with 
water, extruded with 0.3mm screen and dried to obtain water dispersible granules. 



